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COX-2 SELECTIVE CARPROFEN FOR 
TPCATlNr; pAIN AND IMF! AMMATION IN DOGS 

piPlpnpTHF INVENTION 
The present invention concerns the treatment of pain and inflammation in dogs with 
anti-inflammatory agents which are non-steroidal antwnflammatory drugs (NSAJDs). and in 
particular such agents having a reduced incidence of adverse gastro-intestinal side effects, 
since such side effects are a prevalent and potentially severe problem in dogs. 



10 



p^yra pm iNn OF THF INVENTION 
As is well known to artisans of ordinary skill in this field, e.g.. veterinarians, the 
canine species. Lb., dogs, especially older dogs, are very susceptible to chronic 
inflammatory processes such as degenerative joint disease. Because of the very large 
15 number of dogs which are kept as pets or for utilitarian purposes such as guard dogs and 
seeing-eye dogs, there has been an ongoing effort to find pharmaceutical agents which will 
impede or altogether stop the progress of such inflammatory disease processes in dogs, or 
at least ameliorate the symptoms of the inflammation such as pain and edema. One class of 
such pharmaceutical agents which has been investigated extensively for anti-inflammatory 
20 and analgesic use in humans, and more recently in dogs, is that of the non-steroidal anti- 
inflammatory drugs (NSAJDs). This type of anti-inflammatory drug has been explored widely 
and new. improved agents of this type for use in humans have been discovered and 
developed over a period of decades. 

However, the use of NSAJDs in dogs has been more limited, e.g.. only two such 
25 NSAJDs have been approved by the Food and Drug Administration. Committee on 
Veterinary Medicine (FDA/CVM). for use in dogs in the United States, /.e.. ARQUEL®. 
meclofenamic acid, and RIMADYL®. carprofen. Consequently, there is less experience and 
knowledge in veterinary medicine about safety and efficacy issues surrounding the use of 
NSAIDs in dogs. In veterinary medicine, for example, the most common indication for 
30 NSAIDs is the treatment of degenerative joint disease (DJD), which in dogs often results 
from a variety of developmental diseases, e.g.. hip dysplasia and osteochondrosis, as well 
as from traumatic injuries to joints. In addition to the treatment of chronic pain and 
inflammation. NSAIDs are also useful in dogs for treating post-surgical acute pain, as well as 
for treating clinical signs associated with osteoarthritis. 
35 This demand for canine NSAID therapy, combined with the absence of any 

approved NSAIDs for this purpose, has resulted in substantial off-label use in dogs of 
NSAIDs approved for humans, sometimes with disastrous consequences. The veterinary 
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Kt^e is replete wfth reports of gastrointestina. hemorrhage, perforation and peritonitis « 
dogs associated with the use of NSAlDs approved for human use such as indorr**aan. 
naproxen, aspirin, ibuprofen. and phenylbutazone. Atthough'such gastnointestina, adverse 
reactions afflict human patients as well, dogs often receive inappropriate* h,gh doses 
because of the lack of information about proper dosing, and because of the inherent* h,gh 
degree of canine susceptibility to such gastrointestina. adverse reactions. There ,s 
alrding*. a pressing need for safe yet effective NSAlDs in the treatment of pa,n and 

inflammation in dogs. . 
While the search for safe and effective NSAID agents in canme therapy must deal 

, with the potential for serious adverse gastrointestina. reactions, other adverse reactions 
InCudeKidneyand^ertoxidty. However, the most serious of these ana the ga^ntestina, 
effects such as single or muKple ulceration, including perforation and hemorrhage of the 
esophagus, stomach, duodenum or sma.. and terge intestine. These adverse reactions are 
U I* debating. ^ can often be severe, and occasionally can even be l^aten^ 

5 Indel the therapeutic index for the use of NSAlDs in dogs can be so tow as to 

cx>ntraindicate such treatment 

The expression therapeutic index- * sometimes generally defined as the ratio of 
the LD* to the ED* of a drug, and is intended to be a statement of how selective the drug . 
InprodLgfcde.red effects. Asused herein. 
10 is more consistent^ the defin.cn utilfced in the animal he*th fie.d. wh,ch * the ra o 
me ma*mum tolerated dose in me anin*. to the minimum effective dose ,n the an,mal. * 
to. present invention me term 'anin^ refers, of course, to dog, The maximum touted 
dose in a particular canine subject would typical* be determined by a numt>er of drfteren 
assays and techn^ue, For example, gastrointestinal hemorrhage may be determined by 
25 assay methods commonly used to detect occult blood in stool specimens, white endoscopy 
cTL used to detect the occurrence of ulceration or perforation. Where the an,ma. ,s 
eumanteedaspartofmestudy.autopsy^ 

,t has been the expectation in the art heretofore that any NSA.D cand,date. 
especial* one for canine therapy, would have a .ow therapeutic index. The hope has afcays 
30 bTthatmemerapeuticinde^^^ 

for use in dog, Thus, an important aspect of the present invention was the surpns,ng 
discovery that the antHnflammatory compositions described herein have an extreme* h,gh 
therapeutic index when used for treating pain and inflammation in dogs, and further that sa,d 
antHnflammato^ composes have unique possession of ftb unexpected property. 
35 virtually to the exclusion of all other NSAlDs. 
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■ A significant bod, of Knowledge has 3ca.n~.aW in recent years regard,ng the 
mechanisms of ac*n whereby NSAIDs achieve ft* antHnflammatory 
as we. as hereby the, produce senous gasWr.tes.na, adverse rea«ns* •» -» 
.me While most of this body of Knowledge has been' gattiared witti tesped to NSAID 

C a*n in dogs. a»»ugh there is appaten* seme speCes spec**,. - . W- 
asaiied. With regard to tberapeuK effcac, ofNSAiDs.it has iong been *™.ha«be 
0, action .her*, NSAiOs reduc* in.arr.na*." * "* — » » < te ""» «» 
arach*onic acid cascade. »*ch leads to 1. endogenous pnxiucSon of 
and leuKotdenes T*se m impounds are 

•efcosanCds- 

a^^s.tr.rnos.ahunctanto.^isarach^acid. A^d»icac* wh*hs 
cis-o' «**". **" a^saKtraenoic add. is the don*ant precursor for many 

prcstaglandins and leukotnanes«hicbara mediators of inflammation. 

,„ the firs, stage of the arachKton* ac« cascade. ara^cr* a*. ,s refcasad as a 

^^ac.ono.asped.cphospho^eA, 

s^cnd sage of the cascade is acted on ft the Wuncdona. enzyme piO^la* 

LJatwo^reducfcn. Most NSAiDs act as inhibitors of th. 
ac^ of PGH synfrase. ar. themby m* - -> - — 
are M, ac*g honrcnes which cany c* the. functions by t**g to spec* cellar 
ZZZ * P— — are ve„ pcten. bu, are a*o ,u*Kty caabCz*. Some* 
Z P^and* a. abators o, .-mmator, process; noisome * tMse 
P^d^ha^agas^na.pro^efurrfo, ^^*»^ 
LI P~*ag**s is of the « — — — "J* -~ 
casbrtntesbna, reacfcns which are exponent w» the use of N^D •»» 
Accord**, there has t*en an ong,*, seen* for pharmaceutics, agen* which. wh,fc 

has mc« recent* b«n discovered ma, in humans and v«* ali other 
mammato spades wh*h ha* been audied. that cy*ox»genase (COX) cornpr^s two 
Zmes. a «*yme (OOX-t. and an ***** enzyme (COX*,. ~*>~ 

35 ZTac.vr.es in vadous sysfcms. Th. «en«ca«on o, *e COX-2 isozyme led » 
centre eady on that it n»gh. be response for the pmduciion of prosfcgland.ns 
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exclusively or primarily at inflammatory sites. Since this has now been shown to be the 
case, the selective inhibition of the COX-2 isozyme will reduce inflammation without the side 
effects of gastrointestinal toxicity. COX-1 and COX-2 have a 60% homology, similar K,„ 
values, and the same arachidonic acid binding sites, but COX-2 accepts a wider range of 

5 substrates than does COX-1 . 

Another metabolic pathway leads from the above-mentioned arachidonate to the 
production of leukotrienes through the action of a lipoxygenase. Some of these leukotrienes 
are also mediators of inflammation; accordingly, much effort has been expended in the 
search for pharmaceutical agents which are dual inhibitors of both cyclo-oxygenase and 

10 lipoxygenase. 

A particular NSAID which has been used to treat inflammatory diseases in dogs, and 
the only one of two up to the present time which has been approved for use in the United 
States for that purpose by the Food and Drug Administration. Committee on Veterinary 
Medicine (hereafter FDA/CVM). is the above-mentioned carprofen. Carprofen. racemic 6- 

15 chlorcMx-methylcarbazole-2-acetic acid, belongs to the aryl propionic acid class of NSAIDs. 
Other members of this class are. e.g., benoxaprofen. cicloprofen. fenoprofen. flurbiprofen, 
furaprofen. indoprofen. ketoprofen. pirprofen. and suprofen. While these compounds are 
closely related in structure, they may still possess different anti-inflammatory and other 
biological properties. Carprofen. for example, has been shown to be a relatively weak 

20 inhibitor of cyclo-oxygenase, but has also been shown, in humans and various animal 
models, to decrease significantly the pain and swelling, and other symptoms of inflammation. 
These evaluations of carprofen are described in the technical literature, some of which is 
cited and discussed further below. Carprofen has also been shown to be inactive with 
respect to lipoxygenase in the rat and does not. presumably, block production of 

25 leukotrienes. While the mode of action of carprofen still appears to be unknown, it has been 
demonstrated to have some activity against phopholipase A2. 

l7F < ?rRIPTT' M nF THF PRIOR ART 
The current state of knowledge in the art, as shown by the disclosures of the below- 
30 discussed references, has been largely confused when trying to explain the mechanisms of 
action in dogs whereby carprofen is able to possess good anti-inflammatory activity while at 
the same time exhibiting diminished adverse gastrointestinal and other reactions. The prior 
art has characterized carprofen as having weak to no cyclo-oxygenase inhibitor activity, and 
has concluded that it must, therefore, be operating by some altogether different mechanism 
35 of action. 
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As already mentioned further above, recently the existence of the constitutive COX- 
1 and inducible COX-2 isozymes has been reported, including their diverse roles in 
protecting the gastrointestinal mucosa and in mediating inflammation, respectively. This has 
led naturally, to the investigation of compounds in a search for any which might, when used 
5 in dogs as well as other animals and humans, inhibit only the inducible COX-2 isozyme. i.e.. 
be selective COX-2 inhibitors. These investigations have included, in particular, evaluation 
of the inhibitory activity of the enantiomers of various NSAlDs, including especially 
ketoprofen. ketorolac, and flurbiprofen. These particular NSAIDs were examined for 
differences in inhibitory potency in terms of one enantiomer vs. the other, as wen as 
10 inhibitory potency in the case of each enantiomer treated separately, against the COX-1 
enzyme as compared to inhbitory potency against the COX-2 enzyme. The results of these 
investigations showed that for all three NSAIDs. the enantiomers were equally potent against 
both the COX-1 and COX-2 enzymes. Thus, neither the R- nor the S^nanBomer of any of 
these NSAIDs showed any selectivity toward COX-1 or COX-2. While indeed there were 
15 differences in potency between the enantiomers, with the Enantiomer being the more 
potent in each case, with regard to COX-1 vs. COX-2 inhibition, each enantiomer showed 
equal inhibitory potency, i.e., neither enantiomer was able to discriminate between the two 
isozymes. 

Accordingly, as a result of these investigations in the prior art, the current state of 
20 the art is that neither carprofen. nor any of the other classical NSAIDs having a carboxylic 
acid moiety, have been found to be selective COX-2 inhibitors in dogs or any other spec.es. 
These conclusions have been reinforced by the disclosure in the prior art of the conformation 
of the sequenced structures of the COX-1 isozyme, as well as of the COX-2 isozyme, 
complexed with various inhibitors, at the level of their basic functional molecular 
25 configurations. As a result of these reported studies, the art now teaches that carboxyhc- 
add-group-containing inhibitors such as carprofen are inherently incai&bjfi of being selective 
COX-2 inhibitors. Thus far. only sutfonyl-moiety-containing compounds and nabumetone. a 
naphthalenyl-2-butanone compound, have been reported to be selective inhibitors of the 
COX-2 isozyme. 

30 Also recently in the art. with the above-mentioned discovery of the existence of the 

constitutive COX-1 and inducible COX-2 isozymes, studies have been conducted using 
various species in order to ascertain the existence of any stereoselective inhibition specific 
to one or more of said species. These investigations of the individual activity of the R- and 
Enantiomers of certain NSAIDs on COX-1 vs. COX-2 inhibition in various species have 
35 reported that there is a consistent potency difference between R- and Enantiomers of all 
chiral NSAIDs investigated. However, these studies have also reported that there is no 
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species specific selectivity by either the R- or the S^nantiomer of any of the chiral NSAIDs 
investigated, with respect to COX-1 vs, COX-2. For example, it has been.shown that while 
the S^nantiomer is. e.g.. three-times as potent as the R-enantiomer in inhibiting both the 
COX-1 and the COX-2 isozymes in a given species, that with respect to either of these same 
isozymes, the S^nantiomer shows equal potency in inhibiting both the COX-1 and the COX- 
2 isozymes. i.e. . the S-enantiomer shows no selective inhibition of COX-2 in that species. 

In view of the above-described state of the art, especially where dogs have been the 
species investigated, it was wholly unexpected that, in accordance with the present 
invention carprofen has been found to be a surprisingly potent inhibitor of the COX-2 
isozyme in the dog; and further that it is a selective COX-2 inhibitor in the dog. Moreover, 
the selectivity of carprofen against COX-2 is as much as two fold greater than that of virtually 
all other NSAIDs, including carboxylic-acid-moiety-containing NSAIDs, and purportedly 
COX-2 selective sulfonyl-moiety-containing NSAIDs. The selection of carprofen as the 
preeminent selective inhibitor of the COX-2 isozyme in dogs, from among all other NSAIDs. 
15 not only runs counter to the current teachings in the art, but is also a wholly unexpected 
discovery in terms of the surprising results achieved. The fact that all of the representative 
other NSAIDs evaluated herein have been approved for administration to humans in the 
United States, including even those that are presently available in commerce, lends further 
credence to the soundness of these conclusions. Carprofen stands out from all of the other 
20 NSAIDs evaluated herein, including those which have been approved for human use or 

evaluation in clinical trials. 

In view of the above-described state of the art, especially where dogs were the 
species investigated, it was further wholly unexpected that in accordance with the present 
invention, the S-enantiomer of carprofen has been found to be a highly selective inhibitor of 
25 the COX-2 isozyme vs. the COX-1 isozyme in the dog. and that this is the case to a 
significantly greater extent than all other NSAIDs or their S^nantiomers. includrng 
carboxyBc-acid^oiety^ontaining NSAIDs. and purportedly COX-2 selective surfonyhnoiety- 
containing NSAIDs. The selection of the S-enantiomer of carprofen as the preeminent and 
selective inhibitor of the COX-2 isozyme in dogs, which at the same time exhibits Irtfle or no 
adverse gastrointestinal or other reactions in dogs, from among all other NSAIDs, not only 
runs counter to the current teachings in the art. but is also a wholly unexpected discovery in 
terms of the surprising results achieved. The fact that all of the representative other NSAIDs 
evaluated herein have been approved for administration to humans in the United States, 
including even those that are presently available in commerce lends further credence to the 
35 soundness of these conclusions. 
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In view of the above-described state of the art, especially where dogs were the 
species investigated, it was still further wholly unexpected that, in accordance with the 
present invention, the S-enantiomer of carprofen has been found to have, by reason of its 
being a highly selective inhibitor of the COX-2 isozyme, a surprisingly improved level of anti- 
5 inflammatory, analgesic and anti-pyretic activity compared to that of all other NSAIDs. 
including those having a carboxylic-acid-moiety. or their S-enantiomers. as well as a 
surprisingly reduced level of adverse gastrointestinal and other reactions compared to that of 
all other NSAIDs, including those having a carboxylic-acid-moiety, or their S-enantiomers. 

As already mentioned, carprofen belongs to the aryl propionic acid class of NSAIDs. 
10 and is as well a member of the subclass of such compounds which are substituted carbazole 
acetic acids. These compounds and their use as anti-inflammatory, analgesic and anti- 
rheumatic agents are described in U.S. 3.896.145. The anti-inflammatory activity of 
carprofen in dogs was investigated by McKellar er a/, and reported in "Pharmacokinetics, 
tolerance and serum thromboxane inhibition of carprofen in the dog'. Journal of Small 
15 Animal Practice, 31, 443-148. 1990. The biological activities of the individual (-)(R) and 
( + )(S) enantiomers of carprofen. as well as of racemic carprofen in dogs were further 
investigated by McKellar et al. and reported in "Stereosperific pharmacodynamics and 
pharmacokinetics of carprofen in the dog'. J- Vet. Pharmacol. Therap. 17, 447-154. 1994. 
Reporting on the results of this investigation, the authors concluded that 
20 "fflhe mode of action of CPF [carprofen] remains unknown. . . . CPF administered as 

a racemic mixture or as either the ( + KS) or <-)(R) enantiomer did not s.gn.ficartj inhibit 
me^neration of TxB, from blood or PGE 2 and 12-HETE in inflammatory exudate, 
suaaestinq that it does not act as a conventional NSAID. 
"Sciptl mode of action of most NSAIDs is known to be inhibition of the enzyme 
25 cvclooxygenase in the generation of inflammatory prostaglandins from arachriomc acid. 

25 ^^ 9 te"e number of mediators now known to be involved in inflammatior .provide 

many possible targets for anti-inflammatory drugs, and it is probable that CPF has its 
principal action activity on one or a number of mediators not yet identified. 

30 Thus, it was concluded by these workers in the art that carprofen has a mode of 

action which is 'not primarily attributable' to cydo-oxygenase inhibition; and indeed, that the 
-poor activity of carprofen against cycto-oxygenase. lipoxygenase and phospholipase 
suggest that its major mode of action may be by mechanisms other than eicosanoid 
inhibition • Such findings and conclusions have instructed other workers in the art away from 

35 the surprising discovery of the present invention, that carprofen dosed dogs show near total 
inhibition of PGE 2 synthesis, as is demonstrated further below in a working example. 

Another study of carprofen in dogs was reported by Holtsinger et al. in The 
Therapeutic Efficacy f Carprofen (Rimadyl-V™) in 209 Clinical Cases of Canine 
Degenerative Joint Disease", V.C.OJ. 1992; 5: 14(M. The authors theorized from in vitro 
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studies that carprofen might exert its anti-inflammatory action, at least in part, by inhibiting 
neutrophil migration, and that this might explain how carprofen could be equipotent with 
indomethacin as an antiinflammatory agent, and yet have an ulcerogenic potential which 
was 16 times less. However, the authors voiced many reservations regarding their 
5 conclusions and thereby failed to point in the direction of the discovery on which the present 
invention is based. 

A study of the use of carprofen to treat osteoarthritis in dogs was reported by 
Vasseur er a/, in -Randomized, controlled trial of the efficacy of carprofen. a nonsteroidal 
antiinflammatory drug, in the treatment of osteoarthritis in dogs". J Am Vet Med Assoc. 
10 206(6): 807-811. 1995. These investigators were also unable to explain the activrty of 
carprofen. They concluded, on the one hand, that prostaglandins are protective of the 
gastrointestinal mucosa, and that "carprofen. like other NSAID, inhibits prostaglandin 
synthetase, blocking prostaglandin biosynthesis." However, this conclusion was inconsistent 
with the results of their study, which determined that "carprofen has minimal or no harmful 
15 effects on the gastrointestinal mucosa in dogs." 

A study of the use of carprofen to treat acute postoperative pain in dogs was 
reported by Lascelles et al. in "Postoperative analgesic and sedative effects of carprofen and 
pethidine in dogs". Veterinary Record, 134: 187-191. 1994. These investigators were 
similarly confused as to the mode of action of carprofen, noting on the one hand that 
20 •Carprofen ... at therapeutic doses, seems to be a poor inhibitor of prostaglandin 
synthetase (or cyclo-oxygenase). the enzyme responsible for the synthesis of inflammatory 
mediators produced by tissue damage", while acknowledging on the other hand that 
•[nevertheless, studies have shown it to be a good analgesic for both acute and chronic 
pain." 

25 A much earlier study which compared the biological activities of indomethacin to 

those of the stereoisomers and racemate of carprofen in humans was done by Gaut ef al. 
and reported in "Stereoisomeric Relationships Among Anti-Inflammatory Activity, Inhibition of 
Platelet Aggregation, and Inhibition of Prostaglandin Synthetase", PROSTAGLANDINS. Vol. 
10 NO. 1. July 1975. The study concluded that the carprofen racemate. unlike 
30 indometharin. would have no effect on platelet aggregation and thus would produce no 
prolongation of bleeding time at doses possessing antHnflarnrnatory activity. The data from 
the study also suggested that the carprofen racemate and [S] isomer have greater specificity 
toward anti-arthritic activity and are less ulcerogenic than indomethacin. 

A portion of the advances in prostaglandin research which were presented in 1994 
35 at the 9th International Conference on Prostaglandins and R lated Compounds focused on 
COX-2 selectivity. A meeting report presented by Battistini ef al. entitled "COX-1 and COX- 
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£ Toward the Development of More Selective NSAIDs' and published in DN&P, 7(8). 
October 1994. contained comparative data obtained from a large variety of cell types, 
including human, mouse or rat types, using different stimuli, as reported in the technical 
literature reviewed and cited by Battistini et a/. Data demonstrating ICa, values against 
5 COX-1 and COX-2 for numerous anti-inflammatory compounds, including carprofen, was 
presented, and the ratio of COX-2/COX-1 was used to determine COX-2 selectivity. 
Inverting the ratios reported by Battistini ef a/, so as to be consistent with those used herein 
to facilitate comparison, the most COX-2 selective compounds had ratios of 1428.57 to 
50.000.00. The IC*, (jiM) values of carprofen for both the COX-1 and COX-2 isozymes were 
10 shown as being exactly the same (10.96) to give a ratio of 1.00. clearly demonstrating that 
carprofen has no COX-2 selectivity. The values cited by Battistini ef a/, were originally 
reported by Akarasereenont et al. in "Relative Potency of Nonsteroid Anti-Inflammatory 
Drugs As Inhibitors of Cyclc-oxygenase-1 or Cyclo-oxygenase-2'. Br. J. Pharmacol., 
Proceedings Supp. No. 183P, 5-7 January 1994; and by the same group in Mitchell ef al., 
15 "Selectivity of nonsteroidal antiinflammatory drugs as inhibitors of constitutive and inducible 
cyctooxygenase". Proc Nat Acad Sc/ USA, 90: 1 1693-7. 1993. The IC M (ug/mL) values (n = 
9) of carprofen inhibition of COX-1 (derived from bovine aortic endothelial cells) and COX-2 
(derived from lipopolysaccharide stimulated J774.2 macrophages) were 3 ± 0.41 and 3 ± 
1.72. respectively, to give a ratio of 1.00. This is in complete contrast to the data for several 
20 compounds which were shown to have from 1000 to 4000 times more selectivity for COX -2. 
The report observed that none of the selective COX-2 inhibitors described are carboxylic 
acids, like the vast majority of existing NSAIDs. including carprofen. Indeed, all of the COX- 
2 selective inhibitors have a sulfonyl group in the molecule, which in the case of meloxicam 
is incorporated into its 1.2-benzothiazine-1.1-dioxide ring structure. If this correlation holds. 
25 the report speculates, the Arg 150 residue of the COX protein would not be an essential 
binding site for selective inhibitors of COX-2. Arg is essential for COX activity because it 
binds the terminal carboxyl group of arachidonic acid, and is thus most likely the binding site 
for the carboxylic acid functional group of most existing NSAIDs. Accordingly, an inhibitor 
which was selective for COX-2 would be expected to bind to a feature which was unique to 
30 the COX-2 isozyme protein structure, and not to a feature which was common to both the 
COX-1 and COX-2 isozyme protein structures. 

An even more specific interpretation of the molecular interactions of the classical 
NSAIDs and COX-2 selective inhibitors with the protein structure of the PGH synthase 
enzyme, more commonly known as the cyclooxygenase enzyme, was reported by 
35 Kurumbail et al. in 'Structural Basis for Selective Inhibition of Cyclo-oxygenase-2 by Anti- 
Inflammatory Agents'. NATURE 384. 644-648. December 1996. This interpretation is based 
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on the reported structures of unliganded murine COX-2 and complexes with flurbiprofen, 
indomethacin, and SC-558, a selective COX-2 inhibitor having a phenylsulfcnamide group 
but no carboxylic acid group, determined at 3.0 to 2.5A resolution. 

The subject report indicates that the human and murine COX-2 enzymes are 
5 expected to be very similar because of the 87% identity and strict sequence conservation in 
the cyclo-oxygenase active site. Flurbiprofen, a slow-binding competitive inhibitor of both 
COX-1 and COX-2, binds in the long hydrophobic channel and excludes substrate from the 
cyclo-oxygenase active site. SC-558 is a diaryl heterocyclic inhibitor with a central pyrazole 
ring and a sulfonamide group attached to one of the aryl rings. In COX-2 the channel that 
10 leads from membrane to the cyclo-oxygenase active site forks at the SC-558 binding site, 
with one branch forming a cavity that accepts the bromophenyl ring of SC-558, while the 
other branch forms a pocket which is virtually inaccessible in the COX-1 structure, but which 
accommodates the entire phenylsulfonamide moiety in COX-2. This pocket is more 
accessible in COX-2 because valine is substituted for isoleucine, which has a larger side 
15 chain, at position 523. Access of the phenylsulfonamide group to the new pocket in COX-2 
is facilitated by another isoieucine to valine change at position 434, which forms a molecular 
gate extending across the new hydrophilic pocket Finally, at position 513 histidine in COX- 
1 is replaced by arginine in COX-2, and superposition of the two enzymes suggests that the 
imidazole ring of histidine in the COX-1 enzyme would not extend sufficiently for direct 
20 interactions with the sulfonamide group of SC-558, as is the case with arginine in the COX-2 
enzyme. The subject report notes that in each of the above-described three instances, the 
inhibition profile of COX-2 is altered dramatically by mutation of a single amino add. 

The subject report goes on to conclude that it appears probable that the primary 
determinant of COX-2 selectivity in the diaryl heterocyclic class of inhibitors to which SC-558 
25 belongs is the phenylsulfonamide moiety. However, the absence of a carboxylate group is 
also significant The arginine at position 120 with its guanidinium group is one of the few 
charged residues in the hydrophobic cyclo-oxygenase channel, and it stabilizes the 
carboxylate of classical NSAIDs such as flurbiprofen by way of charge-charge interaction. 
The absence of such a carboxylate group in SC-558 is probably also a significant 
30 component of its COX-2 selectivity. This conclusion is supported by the results of attempts 
to improve its potency against COX-2 by incorporating an acidic group on the pyrazole of the 
diaryl heterocyclic structure, which has consistently led to poor selectivity. 

The subject report embodies the first example of a membrane protein being 
successfully studied as a target in structure-based drug design, and approximates the 
35 current state of the art concerning the structure/activity relationships of NSAIDs to the cyclo- 
oxygenase isozymes and their resulting anti-inflammatory activity vs. their adverse 
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gastrointestinal reactions. It is within the context of this state of the art that the present 
invention will be seen to be a who.ly unexpected development which provides, surpnsmgly. 
an optimum efficacy/safety profile for the treatment of inflammation in dogs. 

-me possibility of enanttoselective inhibition of the COX-2 isozyme was invesbgated 
5 and reported by Carabaza et a/, in 'Stereoselective Inhibition of Inducible Cyclooxygenase 
by Chiral Nonsteroidal Antiinflammatory Drugs". J air, Pharmacol 1996; 36:505-512. The 
stereoselective inhibition of COX-2 by ketoprofen. flurbiprofen, and ketorolac was stud,ed .n 
three drfferent in vitro systems, and the results were compared with the inhibition of COX-1 
in three parallel in vitro models. It was found that both isozymes were inhibited by the S- 
10 enantiomers of all three NSAIDs on an equal potency basis; but that the Roomers of all 
three NSAIDs inhibited both isozymes with significant* and correspondingly less potency. 
Put another way. all three R-enantiomers exhibited equal potency in inhibiting both COX-1 
and COX-2 but all of their potency levels were much lower than those of the correspond^ 
S-enantiomers in all cases. The 'significant degree of enantbsetectivity referred to .n thrs 
15 reported study refers on* to R- vs. S, and does not refer to the COX-2 select^ un,quely 
exhibited by the S-enantiomer of carprofen. in accordance with the present invention. 

ffl W MARV OF T H P INVENTION 
There is provided in accordance with the present invention a method of treating or 
20 preventing pain and inflammatory processes and diseases associated with the activity of 
inducible cyc.c-oxygenase-2 (COX-2) in a member of the species Can/s famiiians ,n need of 
such treatment, while at the same time reducing or eliminating undesirable side effects 
associated with simultaneous inhibrtion of the actJvfty of constitutive cyclo-oxygenase-1 
(COX-1) by selectively inhibiting COX-2 activity with reference to COX-1 activity, wherein the 
25 selectivity ratio of COX-2 : COX-1 activrty inhibition is at least 3 : 1 based on ex vrvo 
inhibition levels in whole blood measured at a dose giving , 80% COX-2 inhibition, and 
preferably * 90% COX-2 inhibition, comprising administering to said member of the speaes 
Cams ****** an amount therapeutically effective for treating pain and inflammation^ 
accordance with the above-recited limitations, of an antMnflammatory selecbve COX-2 
30 inhibitory compound comprising a member selected independent* from the group of ant> 
inflammatory compounds consisting essential* of salicylic acid derivatives; p-aminophenol 
derivatives; indole and indene acetic acids; heteroaryl acetic acids; arylpropionic acids; 
anthranilic acids; enolic acids; and alkanones. 

,t is also within the scope of the present invention to cany out the aboveKlescnbed 
35 method of treating or preventing pain and inflammatory diseases and processes by 
administering more than one member selected from the above-recited group of ant> 
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intemmatory compounds. The desirability of any one such combination of anti-inflammatory 
active agents will probably be based on obtaining a favorable balance of the 
pharmacokinetic properties of the individual agents involved. For example, rapidity of onset 
of action may be balanced with extended therapeutic half-life, or a tendency toward the 
formation of large cellular resen/oirs in certain tissues may be balanced with higher rates of 
plasma protein binding. All such combinations are contemplated to be within the scope of 

the present invention. 

The present invention provides any anti-inflammatory selective COX-2 inhibitor 
satisfying the above^Jescribed limitations. Among such selective inhibitory compounds is a 
preferred subgenus of carprofen compounds useful in treating or preventing pain and 
inflammatory processes and diseases in a member of the species Cams familiaris of the 
formula: 




Formula (I) 



15 wherein: 



R2is--C-C-A 

where A is hydroxy, (C, - C 4 )alkoxy. amino, hydroxy-amino. mono-iC, -C^alkylamino. dKC 
Icjalkylamino; X and Y are independently H or (C, - C^alkyl; and n is 1 or 2; 
R 6 ishatogen.(C,-C3)alkyl,tiifluororr^yl.ornitro; 
20 R 9 is H; (C, - C^alkyl; phenyl or phenyKC, - CJalkyl, where phenyl is optionally 

mono-substituted by fluoro or chloro; ^C(=0)-R. where R is (C, - C^alkyl or phenyl, 
optionally mono-substituted by fluoro or chloro; or -C^OVO-R 1 . where R 1 is 
(C, - C^alkyl; 

where X and Y are different the (-)(R) and (+)(S) enantiomers thereof; and all 
25 pharmaceutical* acceptable salt forms, prodrugs and metabolites thereof which are 
therapeutically active for treating or preventing pain and inflammation. Where the Inhibitor of 
Formula (I) exists as <-)(R) and ( + )(S) enantiomers. in accordance with the present invention 
there is provided the (+)(S) enantiomer alone, or where both enantiomers are present 
together, there is provided a racemic or a non-racemic mixture thereof. 
30 The present invention further provides in a preferred aspect of the above^lescribed 

method of treating or preventing pain and inflammatory processes and diseases in a 
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member of the species Canis famOiaris in need of such treatment, administration to said 
member of an amount therapeutically effective for treating pain and inflammation, of an anti- 
inflammatory selective COX-2 inhibitory compound for which COX-2 ft, vitro IC a potency in 
said member is at least 30 fold greater, preferably at least 40 fold greater, more preferably at 
5 least 50 fold greater, more preferably still at least 60 fold greater, even more preferably still 
at least 80 fold greater, and most preferably at least 100 fold greater than its in vitro IC* 
potency against COX-1 in said member, wherein said inhibitor is a member selected from 
the group of antMnflammatory compounds consisting essentially of salicylic acid derivatives; 
^minophenol derivatives; indole and indene acetic acids; heteroaryl acetic acids; 
10 arylpropionic acids; anthranilic acids; enolic acids; and alkanones. 

The present invention still further provides in another preferred aspect of the above- 
described method of treating or preventing pain and inflammatory processes and diseases in 
a member of the species Canis familiar* in need of such treatment administration to said 
member of an amount therapeutically effective for treating pain and inflammation, of an anti- 
inflammatory selective COX-2 inhibitory compound which selectively inhibits substantially 
only inducible COX-2. with substantially no inhibition of corresponding constitutive COX-1. 

There is further provided the above-described methods wherein said therapeutically 
effective amount of an anti-inflammatory compound of Formula (1) as defined, and especially 
of said ( + )(SHnantiomer of e^loro^x-methyl-SH^arbazo^-acetic acid, is administered 
20 systemically to said member of Canis familiaris, wherein said systemic administration 
comprises: (1) injection or infusion into suitable body tissues or cavities of a pharmaceutical 
composition containing said inhibitor in suitable liquid form for delivering said inhibitor by 
systemic administration which is intraarterial, intra- or transdermal, subcutaneous, 
intramuscular, intraspinal, intrathecal, or intravenous, where said inhibitor is: (a) contained .n 
25 solution as a solute; (b) contained in the discontinuous phase of an emulsion, or the 
discontinuous phase of an inverse emulsion which inverts upon injection or infusion. sa.d 
emulsions containing suitable emulsifying agents; or (c) contained in a suspension as a 
suspended solid in colloidal or mtoroparticulate form, said suspension containing suitable 
suspending agents; (2) injection or infusion into suitable body tissues or cavities of a 
30 pharmaceutical composition containing said inhibitor in suitable liquid form to serve as a 
depot for delivering said inhibitor by systemic administration, wherein said composition 
provides storage of said inhibitor and thereafter delayed-, sustained-, and/or controlled- 
release of said inhibitor for systemic distribution; (3) instillation, inhalation or insufflation into 
suitable body tissues or cavities of a pharmaceutical composition containing said inhibitor in 
35 suitable solid form for d livering said inhibitor, where said inhibitor is: (a) contained in a solid 
implant composition which is installed in suitable body tissues or cavities, said composition 
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providing delayed-, sustained-, and/or controlled-release of said inhibitor, (b) contained in a 
particulate composition which is inhaled into the lungs: or (c) contained in a particulate 
composition which is blown into suitable body tissues or cavities, where said composition 
optionally provides delayed-, sustained-, and/or controlled-release of said inhibitor, or (4) 
5 ingestion of a pharmaceutical composition containing said inhibitor in suitable solid or liquid 
form for peroral delivery of said inhibitor, where said inhibitor is: (a) contained in a solid 
dosage form; or (b) contained in a liquid dosage form. Suppositories may be regarded as a 
special type of implant, since they comprise bases which are solid at room temperature but 
melt at body temperature, slowly releasing the active ingredient with which they are 
10 impregnated into the surrounding tissue of the body, where the active ingredient becomes 
absorbed and transported to effect systemic administration. Dosage forms which permit 
transdermal and transmucosal administration to achieve systemic delivery are also 
contemplated, especially including transdermal patch technology. 

There is further provided the above-described method of treating or preventing pain 
15 and inflammation comprising ingestion or administration of a solid peroral dosage form 
selected from the group consisting of delayed-release oral tablet, capsule, caplet, lozenge, 
troche, and multiparticulates, enteric-coated tablets and capsules which prevent release and 
absorption in the stomach to facilitate delivery distal to the stomach of the dog. sustained- 
release oral tablets, capsules and microparticulates which provide systemic delivery of the 
20 active ingredient in a controlled manner over at least a 10-hour period, a fast-dissolving 
tablet, encapsulated solutions, an oral paste, a granular form incorporated in or to be 
incorporated in the food of the dog being treated, and a chewable form in which said active 
ingredient is consumed along with the palatable chew, or may alternatively be delivered by 
leaching from the body of the chew which is not consumed, during mastication by the dog 
25 being treated. Also included for use with the above-described dosage forms are 
microencapsulated formulations of the active ingredient, which may then be incorporated 
into a tablet capsule, or other final formulation. Still further, there is provided said method 
comprising ingestion of a liquid peroral dosage form selected from the group consisting of a 
solution, suspension, emulsion, inverse emulsion, elixir, extract, tincture, and concentrate, 
30 optionally to be added to the drinking water of the dog being treated. Any of these liquid 
dosage forms, when formulated in accordance with methods wen known in the art, can either 
be administered directly to the dog being treated, or may be added to the drinking water of 
the dog being treated. The concentrate liquid form, on the other hand, is formulated to be 
added first to a given amount of water, from which an aBquot amount may be withdrawn for 
35 administration directly to the dog or addition to the drinking water of the dog. 
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There is still further provided the above-d scribed methods wherein said 
therapeutically effective amount of an anti-inflammatory compound of Formula (I) as defined, 
is administered locally to a site of inflammation in said member of Cant's familiaris. There is 
still further provided said method of local administration wherein said local administration 
5 comprises: (1) injection or infusion into a local site of inflammation of a pharmaceutical 
composition containing said inhibitor in suitable liquid form for delivering said inhibitor by 
local administration which is intraarterial, intraarticular, intrachondrial, infracostal, intracystic, 
intra- or transdermal, intrafasicular, intraligamentous, intramedulary, intramuscular, 
intraneural, intraosteal, intrapelvic, intrapericardial, intraspinal, intrastemal, intrasynovial, 

10 intratarsal, or intrathecal; including components which provide delayed-release, controlled- 
release, and/or sustained-release of said inhibitor into said local site of inflammation; where 
said inhibitor is contained: (a) in solution as a solute; (b) in the discontinuous phase of an 
emulsion, or the discontinuous phase of an inverse emulsion which inverts upon injection or 
infusion, said emulsions containing suitable emulsifying agents; or (c) in a suspension as a 

IS suspended solid in colloidal or microparticulate form, said suspension containing suitable 
suspending agents; (2) injection or infusion of a pharmaceutical composition containing said 
inhibitor in suitable liquid form to serve as a depot for delivering said inhibitor to said local 
site of inflammation; wherein said composition provides storage of said inhibitor and 
thereafter delayed-, sustained- and/or controlled-release of said inhibitor into said local site 

20 of inflammation; or (3) instillation, inhalation or insufflation of a pharmaceutical composition 
containing said inhibitor in suitable solid form for delivering said inhibitor to said local site of 
inflammation, where said inhibitor is contained: (a) in a solid implant composition which is 
installed in said local site of inflammation, said composition optionally providing delayed-, 
sustained-, and/or controlled-release of said inhibitor to said local site of inflammation; (b) in 

25 a particulate composition which is inhaled into a local site of inflammation comprising the 
lungs; or (c) in a particulate composition which is blown into a local site of inflammation, 
where said composition optionally provides delayed-, sustained-, and/or controlled-release of 
said inhibitor to said local site of inflammation. Other specific dosage forms for local 
administration are also within the scope of the present invention. For example, compositions 

30 to be applied to the skin, preferably with enhancement of absorption by mechanical working 
of the composition into the skin as by rubbing, may be used to deliver the inhibitor active 
ingredient into a local area, such as an inflammed joint, in need of such treatment Such 
compositions may be in the form of gels, lotions, balms, ointments, and other formulations 
designed for topical application. 
35 There is still further provided the above-described methods wherein the 

therapeutically effective amount of anti-inflammatory inhibitor is administered to said member 



WO 98/50033 



PCT/IB98/00662 



-16- 



of the species Cants famifiaris in an amount, expressed as mg per kg of body weight of said 
member per day, ranging from about 0.01 mg/kg to about 20.0 mg/kg/day, preferably from 
about 0.1 mg/kg to about 12.0 mg/kg/day, more preferably from about 0.5 mg/kg to about 
10.0 mg/kg/day, and most preferably from about 0.5 mg/kg to about 8.0 mg/kg/day. 

5 Administration of 6-chlorcKnnethyl-9H-carbazole-2-acet}c acid is typically provided by 
dosing at a rate of about 4.0 mg/kg/day. 

There is additionally provided in accordance with the present invention a 
pharmaceutical composition for treating or preventing pain and inflammatory processes and 
diseases in a member of the species Cants familiaris in need of such treatment, comprising 

10 a pharmaceutical^ acceptable carrier together with an amount therapeutically effective for 
treating pain and inflammation, of an anti-inflammatory selective inhibitor of cyclo- 
oxygenase-2 (COX-2) wherein the selectivity ratio of COX-2 to COX-1 is at least 3 : 1 based 
on ex vivo inhibition levels in whole blood measured at a dose giving > 80% COX-2 
inhibition, and preferably > 90% COX-2 inhibition. In a preferred aspect of said 

15 pharmaceutical composition for treating or preventing pain and inflammatory processes and 
diseases, said therapeutically effective anti-inflammatory selective COX-2 inhibitor has an in 
vitro IC50 potency of at least 30 fold greater, preferably at least 40 fold greater, more 
preferably at least 50 fold greater, more preferably still at least 60 fold greater, even more 
preferably at least 80 fold greater, and most preferably at least 100 fold greater than cycio- 

20 oxygenase- 1 (COX-1) in vitro IC50 potency; wherein said inhibitor is a member selected from 
the group of anti-inflammatory compounds consisting essentially of salicylic acid derivatives; 
p-aminophenol derivatives; indole, and indene acetic acids; heteroaryl acetic acids; 
arylpropionic acids; anthranilic acids; enolic acids; and alkanones. 

There is further provided the above-described pharmaceutical composition wherein 

25 said inhibitor is a member selected from the group consisting of arylpropionic acids; and 
further still, said inhibitor is a compound of above-defined Formula (I). There is further 
provided the above-described pharmaceutical composition wherein the cyclo-oxygenase-2 
(COX-2) in vitro IC50 potency of the inhibitory compound of Formula (I) is at least 100 fold 
greater than the cyclo-oxygenase-1 (COX-1) in vitro IC50 potency thereof, and wherein one 

30 of X and Y is H and the other is methyl; and wherein when both resulting enantiomers are 
present, (+)(S) enantiomer is present in amount of at least 75%. In particular, there is 
provided the above-described pharmaceutical composition wherein for Formula (I), for R 2 , 
n = 1, one of X and Y is H and the other is methyl, and A is hydroxy, (C, - C2) alkoxy, or 
amino; R 6 is chloro r trifluoromethyl; and R 9 is H, methyl, acetyl, benzoyl, or acetyloxy; and 

35 wherein when both resulting enantiomers are present together, (+)(S) enantiomer is 
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present in amount of at least 85%, preferably at least 90%, more preferably at least 95%. 
and most preferably at least 99%. 

There is still further provided the above-described pharmaceutical compositions in 
which said inhibitor comprises 6-chlorc-«-methyl-9H^rbazole-2-acetic acid; and wherein 
when both resulting enantiomers are present together, (+)(S) enantiomer is present in an 
amount of at least 85%, preferably at least 90%. more preferably at least 95%. and most 
preferably at toast 99%. In particular, there is provided the above- and below-described 
pharmaceutical composition in which said inhibitor is comprised entirely of (+)(S) enantiomer 
of 6-chloro-a-methyl-9W<arbazole-2-acetic acid. 

There is also provided the above-described pharmaceutical compositions wherein 
the therapeutically effective amount of anti-inflammatory inhibitor present is sufficient, in the 
context of the dosage regimen and administration parameters employed, to provide a 
member being treated with an amount of said inhibitor, expressed as mg per kg of body 
weight of said member per day, ranging from about 0.01 mg/kg to about 20.0 mg/kg/day. 
15 preferably from about 0.1 mg/kg to about 12.0 mg/kg/day. more preferably from about 0.5 
mg/kg to about 10.0 mg/kg/day, and most preferably from about 0.5 mg/kg to about 8.0 
mg/kg/day. Administration of 6-chloro-a-methyl-9H-carbazole-2-acetic acid is typically 
provided by dosing at a rate of about 4.0 mg/kg/day. 

In a still further preferred aspect of the pharmaceutical compositions of the present 
20 invention there is provided an anti-inflammatory selective COX-2 inhibitor which selectively 
inhibits substantially only inducible COX-2. with substantially no inhibition of corresponding 
constitutive COX-1. In particular a preferred embodiment thereof comprises a 
pharmaceutical^ acceptable carrier together with a therapeutically effective amount for 
treating pain and inflammation, of an anti-inflammatory selective inhibitor of COX-2 
25 comprising a compound of Formula (I) wherein for R 2 , n = 1 , one of X and Y is H. and the 
other is methyl, and A is hydroxy, (C, -C,) alkoxy. or amino; R 6 is chloro or trifluoromethyl; 
and R 9 is H, methyl, acetyl, benzoyl, or methoxycarbonyl; and (+)(S) enantiomer is present 
in amount of at least 99%. Especially, said inhibitor is comprised entirely of (+)(S>- 
enantiomer of 6-chloro^-methyl-9H^arbazole-2-acetic acid. Preferably in said 
30 pharmaceutical composition, said therapeutically effective amount of said inhibitor is 
sufficient, in the context of the dosage regimen and administration parameters employed, to 
provide a member being treated with an amount of said inhibitor, expressed as mg per kg of 
body weight of said member per day, ranging from about 0.5 mg/kg/day to about 8.0 
mg/kg/day. 

35 There is still further provided the above-described pharmaceutical composition in a 

dosage form which can provid the required therapeutically effective amount for treating pain 
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and inflammation, of antHnflammatory selective COX-2 inhibitor in a convenient regimen. 
However, a number of the above- and below-described pharmaceutical compositions are 
intended to be long-acting, i.e., providing inhibitor activity for longer than just hours or a 
single day, and instead providing such activity for several days up to a week or more. The 
implants and depots in particular are examples of such long-acting pharmaceutical 
compositions, and some of these are intended to provide inhibitor activity for up to a month 
or more. The required therapeutically effective amount of inhibitor necessary to treat or 
prevent pain and inflammation, expressed as the mg per kg of body weight of said member 
of species Cams familiaris per day. ranges from about 0.01 mg/kg to about 20.0 mg/kg/day, 
preferably from about 0.1 mg/kg to about 12.0 mg/kg/day. more preferably from about 0.5 
mg/kg to about 10.0 mg/kg/day, and most preferably from about 0.5 mg/kg to about 8.0 
mg/kg/day. Administration of 6<hloro-a-methyl-9H-carbazole-2-acetic add is typically 
provided by dosing at a rate of about 4.0 mg/kg/day. 

In particular, there is further provided the above-described pharmaceutical 
15 compositions wherein said therapeutically effective amount for treating pain and 
inflammation, of an antHnflammatory inhibitor, is provided in a dosage form suitable for 
systemic administration to said member of Canis familiaris, wherein said pharmaceutical 
composition contains said inhibitor in suitable liquid form for delivering said inhibitor by: (1) 
injection or infusion which is intraarterial, intra- or transdermal, subcutaneous, intramuscular, 
20 intraspinal, intrathecal, or intravenous, wherein said inhibitor (a) is contained in solution as a 
solute; (b) is contained in the discontinuous phase of an emulsion, or the discontinuous 
phase of an inverse emulsion which inverts upon injection or infusion, said emulsions 
containing suitable emulsifying agents; or (c) is contained in a suspension as a suspended 
solid in colloidal or mteroparticulate form, said suspension containing suitable suspending 
25 agents; (2) injection or infusion into suitable body tissues or cavities as a depot wherein said 
composition provides storage of said inhibitor and thereafter delayed-, sustained-, and/or 
controlled-release of said inhibitor for systemic distribution; (3) instillation, inhalation or 
insufflation into suitable body tissues or cavities of said pharmaceutical composition in 
suitable solid form, where said inhibitor (a) is contained in a solid implant composition 
providing delayed-, sustained-, and/or controlled-release of said inhibitor (b) is contained in 
a particulate composition to be inhaled into the lungs; or (c) is contained in a particulate 
composition to be blown into suitable body tissues or cavities, where said composition 
optionally provides delayed-, sustained-, and/or controlled-release of said inhibitor; or (4) 
ingestion f said pharmaceutical composition in suitable solid or liquid form for peroral 
delivery of said inhibitor, where said inhibitor (a) is contained in a solid dosage form; or (b) is 
contained in a liquid dosag form. 



30 
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ln an especially preferred aspect of the above-described pharmaceutical 
compositions which provide delayed-, sustained-, and/or controlled-release of said anti- 
inflammatory selective COX-2 inhibitor, there is included all such dosage forms which 
produce £ 80% inhibition of COX-2 isozyme activity and result in a plasma concentration of 
5 said inhibitor of at least 10 pg/mL for at least 4 hrs; preferably for at least 8 hrs; more 
preferably for at least 12 hrs; more preferably still for at least 16 hrs; even more preferably 
still for at least 20 hrs; and most preferably for at least 24 hrs. Preferably, there is included 
the above-described dosage forms which produce > 80% inhibition of COX-2 isozyme 
activity and result in a plasma concentration of said inhibitor of at least 15 pg/mL for at least 

10 4 hrs, preferably for at least 8 hrs t more preferably for at least 12 hrs, still more preferably for 
at least 20 hrs, and most preferably for at least 24 hrs. More preferably, there is included the 
above-described dosage forms which produce > 90% inhibition of COX-2 isozyme activity 
and result in a plasma concentration of said inhibitor of at least 20 pg/mL for at least 4 hrs, 
preferably for at least 8 hrs. more preferably for at least 12 hrs, still more preferably for at 

15 least 20 hrs, and most preferably for at least 24 hrs. 

Particular dosage forms of the above-described pharmaceutical compositions 
include suppositories as a special type of implant, comprising bases which are solid at room 
temperature but melt at body temperature, slowly releasing the active ingredient with which 
they are impregnated into the surrounding tissue of the body, where the active ingredient 

20 becomes absorbed and transported to effect systemic administration; solid peroral dosage 
forms selected from the group consisting of delayed-release oral tablet, capsule, caplet, 
lozenge, troche,_and multiparticulates, enteric-coated tablets and capsules which prevent 
release and absorption in the stomach to facilitate delivery distal to the stomach of the dog, 
sustained-release oral tablets, capsules and microparticulates which provide systemic 

25 delivery of the active ingredient in a controlled manner up to a 24-hour period, a fast- 
dissolving tablet encapsulated solutions, an oral paste, a granular form incorporated in or to 
be incorporated in the food of the dog being treated, and a chewable form in which said 
inhibitor active ingredient is consumed along with the palatable chew, or may alternatively be 
delivered by leaching from the body of the chew which is not consumed, during mastication 

30 by the dog being treated; liquid peroral dosage forms selected from the group consisting of 
solutions, suspensions, emulsions, inverse emulsions, elixirs, extracts, tinctures, and 
concentrates, optionally to be added to the drinking water of the dog being treated. Any of 
these liquid dosage forms, when formulated in accordance with methods well known in the 
art, can either be administered directly to the dog being treated, or may be added to the 

35 drinking water of the dog being treated. The concentrate liquid form, on the other hand, is 
formulated to be added first to a given amount of water, from which an aliquot amount may 
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Be withdrawn for administration directly to the dog or addition to the drinking water of the 
dog. 

There is further provided the above^escribed pharmaceutical compositions wherein 
sa,d therapeutically effective amount for treating pain and inflammation, of said anti- 
.nflammatory inhibitor, is provided in a dosage form suitable for local administration to a site 
of ^animation in said member of Cams familiaris. wherein said pharmaceutical composition 
contains said inhibitor in suitable liquid form for delivering said inhibitor by: (1) injection or 
.nfusion into a local site of inflammation, which is intraarterial, intraarticular, intrachondria. 
-ntracostal. intracystic. intra- or transdermal, intrafasicular. intraligamentous, intramedulary 
intramuscular, intranasal, intraneural, intraocular, /.e.. opthalmic administration, intraosteal' 
.ntrapelvic. intrapericardial. intraspinal, intrasternal. intrasynovial. intratarsal. or intrathecal- 
.ncludmg components which provide delayed-release. controlled-release, and/or sustained- 
release of said inhibitor into said local site of inflammation; where said inhibitor is contained- 
(a) .n solution as a solute; (b) in the discontinuous phase of an emulsion or the 
discontinuous phase of an inverse emulsion which inverts upon injection or infusion said 
emulsions containing suitable emulsifying agents; or (c) in a suspension as a suspended 
solid in colloidal or microparticulate form, said suspension containing suitable suspending 
agents; or (2) injection or infusion as a depot for delivering said inhibitor to said local site of 
inflammation; wherein said composition provides storage of said inhibitor and thereafter 
delayed-, sustained-, and/or controlled-release of said inhibitor into said local site of 
inflammation, and wherein said composition also includes components which ensure that 
said inhibitor has predominantly local activity, with little systemic carryover activity; or 
wherein said pharmaceutical composition contains said inhibitor in suitable solid form for 
delivering said inhibitor by: (3) instillation, inhalation or insufflation to said local site of 
inflammation, where said inhibitor is contained: (a) in a solid implant composition which is 
installed in said local site of inflammation, said composition optionally providing delayed- 
sustained-. and/or controlled-release of said inhibitor to said local site of inflammation- (b) in 
a particulate composition which is inhaled into a local site of inflammation comprising the 
lungs; or (c) in a particulate composition which is blown into a local site of inflammation, 
where said composition includes components which will ensure that said inhibitor has 
predominantly local activity, with insignificant systemic carryover activity, and optionally 
provides delayed-, sustained-, and/or controlled-release of said inhibitor to said local site of 
inflammation. 

There is provided in accordance with the present invention combinations of one or 
more other therapeutically active agents together with the active ingredients for treating pain 
and mflammation which mak up the above-described pharmaceutical compositions of the 
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present invention. Where a joint has become seriously inflammed and infected at the same 
time by microorganisms, e.g., bacteria, fungi, protozoa, virus and the like, the active 
ingredient of the present invention will desirably be administered in combination with one or 
more antibiotic, antifungal, antiprotozoal, antiviral or similar therapeutic agents. Further, the 
5 active ingredient of the present invention may be administered not only in combination with 
other NSAIDs, but in combination as well with inhibitors of other mediators of inflammation, 
comprising one or more members selected from the group consisting essentially of the 
classes of such inhibitors and examples thereof which include, H 1 -receptor antagonists; 
kinin-B, - and -receptor antagonists; prostaglandin inhibitors such as PGD-, PGF- PGI 2 
10 and PGE-receptor antagonists; thromboxane A2 (TXA2-) inhibitors; 5- and 12-lipoxygenase 
inhibitors; leukotriene LTC 4 -. LTD4/LTE4 -, and LTB 4 -inhibitors; PAF-receptor antagonists; 
gold in the form of an aurothio group together with various hydrophilic groups; 
immunosuppressive agents, e.g., cyclosporine, azathioprine, and methotrexate; anti- 
inflammatory glucocorticoids; penicillamine; hydroxychloroquine; anti-gout agents, e.g., 
15 colchicine, xanthine oxidase inhibitors, e.g., allopurinol, and uricosuric agents, e.g., 
probenecid, sulfinpyrazone, and benzbromarone. It is further provided that the anti- 
inflammatory agents of the present invention are administered in combination with 
therapeutic agents intended for the treatment of disease conditions, syndromes and 
symptoms found in older dogs, comprising one or more members selected from the group 
20 consisting essentially of the therapeutic agents and conditions being treated which include 
cognitive therapeutics to counteract memory loss and impairment; anti-hypertensives and 
other cardiovascular drugs intended to offset the consequences of atherosclerosis, including 
hypertension, myocardial ischemia including angina, congestive heart failure, and 
myocardial infarction, selected from diuretics, vasodilators such as hydralazine, p-adrenergic 
25 receptor antagonists such as propranolol, angiotensin-ll converting enzyme inhibitors (ACE- 
inhibitors) such as enalapril used to treat geriatric dogs with mitral insufficiency, and enalapril 
alone and in combination with neutral endopeptidase inhibitors, angiotensin II receptor 
antagonists such as losartan, renin inhibitors, calcium channel blockers such as nifedipine, 
sympatholytic agents such as methyldopa, a^-adrenergic agonists such as clonidine, a- 
30 adrenergic receptor antagonists such as prazosin, and HMG-CoA-reductase inhibitors (anti- 
hyperchoiesterolemics) such as lovastatin or atorvastatin; antineoplastic agents, especially 
antimitotic drugs including the vinca alkaloids such as vinblastine and vincristine; growth 
hormone secretogogues; strong analgesics; local and systemic anesthetics; and H 2 - 
receptor antagonists and other gastroprotective agents. It is still further provided that the 
35 above combinations of therapeutic agents are used to treat acute conditions in dogs, 
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irfcluding bacterial infections occurring simultaneously with degenerative joint disease; and to 
treat chronic conditions in dogs, wherein the regimen used for this purpose comprises 
administration of the anti-inflammatory agents of the present invention in combination with 
other medications used on a regularly scheduled basis for treating chronic conditions 
5 including osteoarthritis; formulation of the anti-inflammatory agents of the present invention 
with one or more other therapeutic agents which are to form the intended combination, into a 
convenient dosage form containing all of the drugs forming the combination, including 
wherein said different drugs have varying half-lives, by creating controlled-release forms of 
said drugs with different release times which achieves relatively uniform dosing; a medicated 
10 feed dosage form in which said drugs used in the combination are present together in 
admixture in said feed composition. There is further provided in accordance with the present 
invention co-administration in which the combination of drugs is achieved by the 
simultaneous administration of said drugs to be given in combination; including co- 
administration by means of different dosage forms and routes of administration; the use of 
15 combinations in accordance with different but regular and continuous dosing schedules 
whereby desired plasma levels of said drugs involved are maintained in the dog being 
treated, even though the individual drugs making up said combination are not being 
administered to said dog simultaneously. 

It is also contemplated that in accordance with the present invention there will also 
20 be provided a package suitable for use in commerce for the therapeutic treatment or 
prevention of pain and inflammation processes and diseases in a member of the species 
Canis familiaris in need of such treatment comprising a suitable container which may be in 
the form of an outer package and an inner container removably housed therein; enclosed in 
said container a suitable dosage form of an active ingredient comprising a selective inhibitor 
25 of COX-2 wherein the selectivity ratio of COX-2 to COX-1 is at least 3 : 1 based on ex vivo 
inhibition levels in whole blood measured at a dose giving ;> 80% COX-2 inhibition, 
preferably > 90% COX-2 inhibition, as described elsewhere herein; and associated with said 
container printed instructional and informational material, which may be attached to said 
container, enclosed in said container, or displayed as an integral part of said container, said 
30 instructional and informational material stating in words which convey to a reader thereof 
that said active ingredient when administered to a dog to be treated, effectively inhibits 
COX-2 induced at an existing or expected site of pain and inflammation in said dog, wherein 
the selectivity ratio of COX-2 to COX-1 is at least 3 : 1 based on ex vivo inhibition levels in 
whole blood measured at a dose giving > 80% COX-2 inhibition, thereby treating or 
35 preventing sad pain and inflammation which would otherwise result therefrom. In a 
preferred aspect of said package suitable for use in commerce, said instructional and 
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inTormational material will stat in words which conv y to a reader thereof that said active 
ingredient when administered to a dog to be treated will provide effectively complete 
inhibition of induced COX-2 in said dog, thereby treating or preventing pain and inflammation 
therein; but also that when said ingredient is thus administered to said dog it will cause 
5 substantially no inhibition of constitutive COX-1 in said dog, whereby undesirable 
gastrointestinal and other adverse effects resulting from substantial inhibition of said COX-1 
will be avoided in effectively most dogs. 

It is also contemplated that in accordance with the present invention there will further 
be provided a package of the type described immediately above, comprising a suitable 

10 container as described; enclosed in said container an oral dosage form of a compound of 
Formula (I), which may be in the form of a chewable or ingestible oral tablet, a unit dose 
packet referred to as a sachet a suspension made from a unit dose packet a powder for 
oral suspension, or an oral suspension per se, which does not exhibit an adverse food effect 
and associated with said container printed instructional and informational material as 

15 described, which is free of any express or implied limitation with respect to whether said oral 
dosage form can be taken with or without food. 

DETAHED DESCRIP TION OF THE INVENTION 
The object of the present invention is to find a solution to a serious problem which 
has confronted the veterinary field for decades with regard to the need for an effective but 
safe anti-inflammatory treatment for dogs. The seriousness and intractability of this problem 
arises from the fact that virtually all antiinflammatory agents, especially the NSAIDs, which 
have been tested for use in dogs, have had altogether unacceptable and sometimes 
dangerous adverse reactions in dogs which have greatly curtailed their use. By far the most 
wide-spread and threatening of these adverse reactions is disturbance and irritation of the 
gastrointestinal mucosa leading to ulceration, hemorrhage and eventually perforation and 
peritonitis. These undesirable adverse reactions are mediated by the inhibition of various 
prostaglandins by the NSAID inhibitors, resulting in a restricted blood supply to the protective 
gastrointestinal muscosa, which in turn is seriously diminished both in total mass and in 
protective functioning. 

Gastric damage by NSAIDs is brought about by at least two distinct mechanisms. 
Local irritation by orally administered NSAIDs permits back diffusion of acid into the gastric 
mucosa, inducing tissue damage. Parenteral administration, on the other hand, can also 
cause damage and bleeding, which has been correlated with inhibition of the biosynthesis of 
gastric prostaglandins that serve a cytoprotective function in the gastric mucosa. These 
prostaglandins, especially PGI 2 and PGE 2 , inhibit acid secretion by the stomach, increase 
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mticosal blood flow, and promote the secretion of cytoprotective mucus in the intestine. 
Other undesirable side effects of the NSAIDs include disturbances in platelet function, the 
prolongation of gestation or spontaneous labor, changes in renal function, and 
hypersensitivity reactions. 
5 All of the above-described undesirable side effects of NSAIDs probably depend 

upon blockade of the synthesis of endogenous prostaglandins. Accordingly, there is 
significant interest in the discovery of NSAIDs which do not result in the systemic production 
of such undesirable side effects. Dogs are not only especially vulnerable to inflammatory 
processes and diseases, such as degenerative joint disease, but they are also particularly 

10 susceptible to complications from the adverse gastrointestinal reactions which ensue. 

As used herein, the term e dog(s)" denotes any member of the species Canis 
familiaris , of which there are a large number of different breeds. While laboratory 
determinations of biological activity may have been carried out using a particular breed, it is 
contemplated that the inhibitory compounds of the present invention will be found to be 

15 useful for treating pain and inflammation in any of these numerous breeds. 

In its broadest aspects, the gist of the present invention is the surprising discovery 
that a small genus of antiinflammatory agents, of which carprofen, 6-chloro-a-methyl-9H- 
carbazole-2-acetic acid, is the best example, possesses a high degree of canine cyclo- 
oxygenase-2 (COX-2) selectivity, and that this selectivity is unique among the large class of 

20 carboxyl- and cart>oxy(C 1 -C 4 )alkyl aryl and/or heteroaryl anti-inflammatory agents to which 
the carprofen genus of compounds also belongs. This unique and unexpected selectivity in 
dogs has far-reaching implications for the safe and effective treatment of dogs suffering from 
any one of a number of inflammatory processes and diseases. 

It is now reasonably well accepted in the art of treating inflammatory processes and 

25 diseases, especially in dogs, that the cascade of endogenous reactions which produces 
various prostaglandin compounds in the body, beginning with arachidonic acid, is carried 
forward by an essential enzyme called cyclo-oxygenase. It has been established that this 
enzyme exists in two isozyme forms which are separate and act independently, a 
constitutive cyclo-oxygenase-1 (COX-1) isozyme and a cydo-oxygenase-2 (COX-2) 

30 isozyme. The COX-1 isozyme in dogs is responsible for producing prostaglandins which 
perform important functions in the stomach, intestine, kidney and blood platelets, some of 
which are protective in nature, especially with respect to the gastrointestinal mucosa. The 
COX-2 isozyme in dogs is responsible for producing prostaglandins such as PGE 2 which 
mediate acute and chronic inflammation within n utrophils, macrophages, endothelial cells 

35 and fibroblasts, in which the COX-2 gene is expressed. COX-2 can be induced by 
endotoxin, lipopolysaccharide (LPS), various cytokines, e.g., IL-1 and TNF, growth factors, 
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e.g., EGF and PDGF, and many other ag nts. For example, the COX-2 isozyme can be 
detected by immunobtotting in mononuclear cells of the pleural exudate after carrageenan- 
induced pleurisy in a rat model. 

Ultimately, the objective in the art has been to discover compounds which are able 
5 to inhibit the activity of the COX-2 isozyme in dogs on effectively a 100% basis, while at the 
same time inhibiting the activity of the COX-1 isozyme on effectively a 0% basis. As a 
practical matter, this has amounted to a search for compounds which selectively inhibit the 
COX-2 isozyme, /.e., compounds which provide optimal anti-inflammatory therapy through 
relatively high levels of COX-2 isozyme inhibition at a dose which also produces minimal 

10 undesirable side effects through relatively low levels of COX-1 isozyme inhibition. Until the 
discovery of the present invention described herein, the only compounds which have been 
shown to exhibit COX-2 selectivity are those having a sulfbnyl or sulfonamido group, rather 
than a carboxyl group, as is characteristic of the vast majority of classical NSAIDs. These 
observations have led to speculation that the Arg 150 residue of the COX-1 isozyme is not 

15 an essential binding site for selective inhibitors of COX-2, whereas the Arg 150 residue is 
essential for COX-1 activity because it binds the terminal carboxyl group of arachidonic acid 
and analogously, the carboxylic acid function of the above-referred to classical NSAIDs. It 
would be expected that COX-2 selective inhibitors would bind to some unique feature of the 
canine COX-2 isozyme, rather than to a feature that was common to the canine COX-1 and 

20 COX-2 isozymes. 

Accordingly, the present invention provides a method of selectively inhibiting 
inducible cyclo-oxygenase-2 (COX-2) with respect to inhibition of corresponding constitutive 
cyclo-oxygenase-1 (COX-1), and thereby treating or preventing pain and inflammatory 
processes and diseases associated therewith in a member of the species Cants familiaris in 

25 need of such treatment wherein the selectivity ratio of COX-2 to COX-1 is at least 3 : 1 
based on in vivo and ex vivo inhibition levels in whole blood measured at the dose or range 
of doses giving £ 90% COX-2 inhibition, comprising administering to said member an 
amount therapeutically effective for treating pain and inflammation in accordance with the 
above-recited limitations, of an anti-inflammatory compound. 

30 The present invention further provides the above-described method of treating or 

preventing pain and inflammatory processes and diseases in a member of the species Oanis 
familiaris wherein said anti-inflammatory selective COX-2 inhibitor comprises a compound of 
the formula: 
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N 



Formula (I) 



wherein: 



R2 is 




O 



C-A 



it 



5 where A is hydroxy, (C, - C 4 )alkoxy, amino, hydroxy-amino, mono-^ -C 2 )aikylamino, d'KC, 
-C 2 )alkylamino; X and Y are independently H or (d - C 2 )alkyl; and n is 1 or 2; 
R 6 is halogen, (C, - Chalky!, trifluoromethyl, or nitro; 

R 9 is H; (C t - C^alkyl; phenyl or phenyKd - C 2 )alkyl, where phenyl is optionally 
mono-substituted by fluoro or chloro; -C(=0)-R t where R is (C 1 - C^alkyl or phenyl, 
10 optionally mono-substituted by fluoro or chloro; or -C(=0)-0-R 1 , where R 1 is 
(C^CaJalkyl; 

where X and Y are different, the (~)(R) and (+)(S) enantiomers thereof; and all 
pharmaceutical^ acceptable salt forms, prodrugs and metabolites thereof which are 
therapeutically active for treating or preventing pain and inflammation. Where the inhibitor of 

15 Formula (I) exists as and (+)(S) enantiomers, in accordance with the present invention 
there is provided the (+)(S) enantiomer alone, or where both enantiomers are present 
together, there is provided a racemic or a non-racemic mixture thereof. 

It is quite surprising that the preferred carprofen genus of compounds, characterized 
by an a-methyl-acetic acid functionality, has many times greater canine COX-2 selectivity 

20 than any of the carboxyl-containing classical NSAIDs, as well as many times greater canine 
COX-2 selectivity than some of the sulfonyl and sutfonamide-containing NSAIDs accepted in 
the art as being highly COX-2 selective compounds. This aspect of the present invention is 
embodied in a method of treating or preventing inflammatory processes and diseases in a 
dog comprising administering to them an anti-inflammatory therapeutically effective amount 

25 of an inhibitor of canine cycb-oxygenase-2 (COX-2) for which in vitro ICgo potency in said 
dog is at least 60 fold greater than canine cydo-oxygenase-1 (COX-1) in vitro \0 50 potency 
in said dog; wherein said inhibitor is a member selected from the group of antiinflammatory 
compounds consisting essentially of salicylic acid derivatives; p-aminophenol derivatives; 
indole and indene acetic acids; heteroaryl acetic acids; aryipropionic acids; anthranilic acids; 

30 enolic adds; and alkanones; and in particular is a member selected from the group 
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consisting of carboxyl- and carboxy(C t -C 4 )alkyl aryl and/or heteroaryl anti-inflammatory 
agents. In particular, said inhibitor is a member selected from the group consisting of the 
aryl propionic acid class of non-steroidal anti-inflammatory drugs. 

Carprofen and the genus of carprofen derivatives preferably utilized in the methods 

5 and compositions of the present invention may be prepared in accordance with methods of 
synthesis well known to the organic chemist of ordinary skill. For example, compounds of 
Formula (I) where R 6 is halogen, (C 1 - C3)alkyl t trffiuoromethyl, or nitro; and where R 9 is H or 
methyl; may be prepared by reacting (1) a phenylhydrazine in which the phenyl portion has 
the desired R 6 substitution and the a-nitrogen of the hydrazine has the desired R 9 

10 substitution; with (2) a cyclohexanone having the desired R 2 substitution. The resulting 
1,2,3,4-tetrahydrocarbazole is then aromatized to produce the desired carbazole of Formula 

(1) . The aromatization may be carried out using (1) an aromatizing agent e.g., p-chloranil, o 
chloranil, 2,3-dichk>ro-5,6-dicyanobenzoquinone (DDQ), sulfur, palladium on carbon, or lead 
oxide; in the presence of (2) a solvent such as xylene, benzene, toluene, quinoline, 

15 dimethylsulfoxide (DMSO), and dimethylformamide (DMF); (3) at a temperature in the range 
from room temperature to reflux of the reaction mixture, preferably the latter. 

Compounds of Formula (I) which are acids, /.e., where A is hydroxy, and salts of 
such acids with bases, can be converted to amides of Formula (I) where A is amino, 
hydroxyamino, mono-tC, -C 2 )alkylamino, and dHC, -C 2 )alkylamino; by (1) forming the 

20 corresponding acid chloride by treatment with phosphorus pentachloride (PCI 5 ); followed by 

(2) reaction with the appropriate amine reactant to form the desired amide, carried out in the 
presence of an equivalent of pyridine or triethylamine to serve as the base for the proton 
transfer step and thereby remove the H*cr which is formed. The same acid chlorides which 
are formed in step (1) can be reacted with the appropriate alkanol to provide the esters of 

25 Formula (I) where A Is (C, -C 4 )alkoxy. This reaction is also desirably carried out in the 

presence of a base such as pyridine which can neutralize the H*Cr being formed so that it 

does not interfere with any acid sensitive alkanol reactant 

The above-described synthetic approaches to preparation of the preferred carprofen 

genus of compounds utilized in the methods and compositions of the present invention are 
30 described in detail in U.S. Patent No. 3,896,145, which is incorporated herein by reference in 

its entirety. 

When "X* and *Y" are different in the definition of the "R 2 " substituent, then a chiral 
(asymmetric) carbon atom exists. A racemic mixture of (Ry and (S)-enantiomers results 
when there is a 50:50 mixture of the two enantiomers. In accordance with the present 
35 invention it has been discovered that the (S)-enantiomer of the preferred carprofen genus of 
compounds of Formula (I) having a chiral carbon is the enantiomer which possesses the 
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surprising degree of unexpected canine COX-2 selectivity, a unique biological activity not 
possessed by virtually any of the classical NSAlDs having a carboxylic add moiety, and 
especially not possessed by their S-enantiomers. Therefore, the (S)-enantiomer of the 
preferred carprofen genus of compounds of Formula (I) having a chiral carbon would 

5 possess a surprisingly reduced level of adverse gastrointestinal and other reactions in dogs 
compared to that of virtually all other NSAIDs having a carboxylic acid moiety, and especially 
compared to their S-enantiomers. Thus, it would also be wholly unexpected that the S- 
enantiomer of carprofen would have, by reason of its being a very highly selective inhibitor of 
the canine COX-2 isozyme, a surprisingly improved level of anti-inflammatory, analgesic and 

10 anti-pyretic activity in dogs compared to that of virtually all other NSAIDs characterized by a 
carboxylic acid moiety. 

One especially preferred embodiment of the present invention is to use only the (Sy 
enantiomer of carprofen, 6-chloro-a-methyl-9H-carbazole-2-acetic acid, as the active 
ingredient or treating agent in the methods and compositions of the present invention. 

15 However, other embodiments are contemplated to be within the scope of this preferred 
genus of the present invention as well. For example, non-racemic mixtures of the (Ry and 
(S)-enantiomers can be used, and in that event the (S)-enantiomer is present in amount of at 
least 85%, preferably at least 90%, more preferably at least 95%, and most preferably at 
least 99%. Since the (Ry and (S)-enantiomers are identical in molecular weight, density, 

20 etc., it is unnecessary to state any basis for the above-recited percentages. In other words, 
they could be percentages by weight, volume, chemical equivalency, etc. The reason for 
including the above-indicated amounts of the (R)-enantiomer may be as simple as the 
practicalities of not being required to remove absolutely every last trace of the {Ry 
enantiomer from the racemic mixture. There can also be reasons for doing so which relate 

25 to beneficial overall biological properties. 

It will also be appreciated by those in the art that the ranges of dosage amounts 
recited elsewhere herein for the preferred genus of carprofen compounds are being 
described with respect to a 50:50 racemic mixture of enantiomers, where a chiral compound 
is involved. This has been done largely as a matter of convenience. Where the active 

30 ingredient being used as a therapeutic agent comprises a mixture of enantiomers different 
from a 50:50 mixture, or where the therapeutic agent comprises substantially 100% of the 
(+)(S) or (-)(R) enantiomer alone, the person of ordinary skill in this art will be able to 
calculate the actual amount of dosage required in a very straightforward manner, simply by 
multiplying the dosage amounts recited by a factor which reflects the ratio of the amount of 

35 enantiomer being used to the amount present for the recited dosage based on a 50:50 
mixture of the enantiomers. Accordingly, where the recited dosage is 4mg/kg/day for the 



WO 98/50033 



PCT/IB98/00662 



-29- 

50:50 racemic mixture, the corresponding dosage amount when substantially 100% of (+)(S) 
enantiomer is used one-half of the recited amount /.a. 2mg/kg/day. 

Since the pharmaceutical compositions of the present invention containing a 
member of the preferred genus of carprofen compounds contemplate the use of racemic 
5 mixtures containing 50% of (S)-enantiomer, as well as non-racemic mixtures of about 99% 
or less of the (S)-enantiomer along with less than 50% of the (R)-enantiomer, resolution of 
racemates of the carprofen genus of compounds of Formula (I) having a chiral carbon into 
the optically active isomers must be carried out This can be readily accomplished using 
known procedures and techniques in the art For example, some racemic mixtures can be 
10 precipitated as eutectics after which they can be separated. However, it is usually preferred 
to use chemical procedures for resolution, in accordance with which diastereomers are 
formed from the racemic mixture with an optically active resolving agent For example, an 
optically active base, e.g., D-a-methylbenzylamine, which can be reacted with the carboxyl 
group. The diastereomers thus formed are then separated by selective crystallization and 
15 converted to the corresponding optical isomer. 

Included within the scope of the present invention are all of the anti-inflammatory 
therapeutically active and pharmaceutical^ acceptable salt forms, prodrugs and metabolites 
of the preferred carprofen genus of compounds used in the present invention. This 
especially includes acid addition salts thereof, where "A" is defined as anything other than 
20 "hydroxy", formed by treating the compounds of Formula (I) with pharmaceutical^ 
acceptable organic and inorganic acids, e.g., hydrohalides such as hydrochloride, 
. hydrobromide, hydroiodide; other mineral acids and their corresponding salts such as 
sulfate, nitrate, phosphate, etc.] and alkyl- and mono-ary Sulfonates such as 
ethanesulfonate, toluenesulfonate, and benzenesulfonate; and other organic acids and their 
25 corresponding salts such as acetate, tartrate, maleate, succinate, citrate, benzoate, 
salicylate, ascorbate, etc. 

Where "A" is defined as "hydroxy" in the preferred carprofen genus of compounds 
used in the present invention, salts thereof may be formed by treatment with 
pharmaceutical acceptable bases. Examples of such bases are alkali metal hydroxides 
30 including potassium hydroxide, sodium hydroxide, and lithium hydroxide; alkaline earth metal 
hydroxides such as barium hydroxide and calcium hydroxide; alkali metal alkoxides, e.g., 
potassium ethanolate and sodium propanolate; and various organic bases such as 
piperidine, diethanolamine, and AMnethylgiutamine. Also included are the aluminum salts of 
the compounds of Formula (I). 
35 In addition to the use of the various above-described salt forms of the compounds of 

Formula (I), there is included within the scope of the present invention the use as active 



WO 98/50033 



PCMB98/00662 



-30- 



ifigredients of all analgesic and anti-inflammatory therapeutically active and pharmaceutical^ 
acceptable prodrugs and metabolites of the above-recited compounds. In particular, this 
includes those derivatives where R 9 is defined as (C, - Cjjalkyl. especially methyl; phenyl or 
phenyHC, -C^alkyi, especially benzyl, where phenyl is optionally mono-substituted by fluoro 
5 or chloro, especially 4-fluoro-phenyl; -C(=0>-R, where R is (C, -C^alkyl or phenyl, especially 
acetyl and benzoyl, where phenyl is optionally mono-substituted by fluoro or chloro; or 
-C^O-O-R 1 , where R 1 is.fd -Cyalkyl. especially acetyloxy. These N-moieties are readily 
cleaved during metabolism of the compound of Formula (I), making these particular 
derivatives desirable prodrugs. 
10 The present invention has been described in the paragraphs immediately above 

particularly with regard to the preferred genus of carprofen compounds of Formula (I). 
However, the present invention contemplates a wider scope with regard to providing anti- 
inflammatory selective COX-2 inhibitors. As already indicated, such selective COX-2 
inhibitors comprise those wherein the selectivity ratio of COX-2 to COX-1 is at least 3 : 1 
15 based on in vivo and ex vivo inhibition levels in whole blood measured at the dose or range 
of doses giving s 80% COX-2 inhibition. In accordance with pharmacokinetic (PK) data 
described further below, it has been demonstrated that a relationship exists between the 
pharmacological or toxic response in dogs to the anti-inflammatory selective COX-2 
inhibitors of the present invention and the accessible concentration of said inhibitors, e.g.. in 
20 the blood or plasma of said dogs. For purposes of the instant exposition of the present 
invention, said pharmacological response in dogs is regarded herein as the anti- 
inflammatory response resulting from inhibition of the COX-2 isozyme; while said toxic 
response in dogs is regarded herein as the undesirable side effect, e.g.. gastrointestinal, 
response resulting from inhibition of the COX-1 isozyme. Thus, the concentration of 
25 inhibitory drug in the systemic circulation of said dogs will be related to the concentration of 
inhibitory drug at its sites of action. 

As is well known, the most important pharmacokinetic parameters are bioavailability, 
the fraction of said drug which is absorbed into the systemic circulation; volume of 
distribution, relating to the amount of space in the body which is available to contain said 
30 drug; and clearance, relating to the body's ability to eliminate a particular drug, in 
accordance with the present invention, the selectivity ratio for COX-2 to COX-1, which must 
be at least 3 : 1, is determined on the basis of ex vivo measurement of the percentage (%) 
inhibition of each of said isozymes in canine whole blood. The procedures for making said 
ex vivo measurements may be briefly summarized as consisting of first administering the 
35 selective inhibitor test compound at a predetermined total dose level, e.g., 2 mg/lb to 
preselected dogs. The dose is administered in accordance with a predetermined dosing 
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regimen, e.g., once a day {sld.) t twice a day {bid.), etc., after which whole blood samples 
are collected from each test animal. Assays for COX-1 and COX-2 activity are based on 
stimulation of said blood with either a calcium ionophore for thromboxane (COX-1 activity) 
or lipopolysaccharide (LPS) for prostaglandin E 2 (COX-2 activity), respectively. These 
5 procedures are described in more detail in the further below exemplary descriptions. 

COX-2 selectivity is an essential feature of the anti-inflammatory inhibitors useful in 
the present invention, and is required to be in a ratio of at least 3 : 1 compared to inhibition of 
COX-1 activity. It is insufficient for a given compound simply to possess a 3 : 1 selective 
ratio, since a given compound might possess the required selective ratio at some point over 
10 its total dosage range, but still fail to provide adequate inhibition of COX-2 activity overall. 
Accordingly, it is additionally required that for an anti-inflammatory inhibitor to be within the 
scope of the present invention it must also provide > 80% COX-2 activity inhibition, and 
preferably > 90% COX-2 activity inhibition. This is deemed to be the minimum level of 
inhibition adequate to provide satisfactory pharmacological activity in terms of treating and 
15 preventing pain and inflammation. 

it is further insufficient for a given compound simply to possess a 3 : 1 selective ratio 
at a given dose and to provide £ 80% COX-2 activity inhibition, preferably £ 90% COX-2 
activity inhibition at some other dose. But rather, both criteria must be met at some level of 
exposure and at the same time, post-dose. Accordingly, it is also required that the 3 : 1 
20 selective ratio occur at the dosage concentration or range of dosage concentrations which 
also provides £ 80% COX-2 activity inhibition. 

In order to demonstrate the manner in which the above-described limitations would 
be applied to a potential selective COX-2 inhibitor, the following example is to be considered. 
Said candidate is evaluated in accordance with the above-described procedures for 
25 measuring COX-1 and COX-2 activity inhibition in whole blood samples at a total dose of 2 
mg/lb administered sld, with activity levels being determined at 2, 4 and 12 hours after 
administration. When data points for COX-1, COX-2 and untreated samples are plotted on a 
graph of % inhibition vs. time, it is found that me COX-1 curve drops fairly steeply from a % 
inhibition at 2 hrs of 10 - 15% to no observed inhibition at 12 hrs. The COX-2 curve, on the 
30 other hand, is found to drop only slightly during this same period of time, declining from a % 
inhibition at 2 hrs of about 95% to a % inhibition at 12 hrs of about 90%. 

Accordingly, it should be noted that at the dose of 2 mg/lb administered s./.d. the 
potential inhibitor has satisfied (1) the at least 3 : 1 selectivity ratio, and (2) the > 80% COX-2 
inhibition limitations required for it to be an anti-inflammatory selective COX-2 inhibitor fairing 
35 within the scope of the present invention. Because the data from both of these graphs has 
been compared over the same dose (2 mg/lb) and the same time period of 12 hrs, the third 
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limitation has also been satisfied, namely that th first two limitations be satisfied at the sam 
dose or range of doses. 

Similar determinations can be made and graphs plotted of the resulting data for a 
number of different dosage amounts of said candidate compound. However, the combined 
5 results are demonstrated by means of a graph which plots % inhibition of COX-1 and COX-2 
vs. dose or plasma concentration, rather than time. The curve representing the COX-2 data 
appears first and rises steeply, starting at the least dosage concentration which produces an 
identifiable % inhibition, and as the dosage approaches higher concentrations, reaching 
inhibition levels £ 80% and becoming asymptotic thereafter. The curve representing the 
10 COX-1 data appears later and rises less steeply than the curve of COX-2 data, becoming 
asymptotic at a significantly lower level of % inhibition as well. A candidate compound falls 
within the scope of the present invention if a line parallel to the y-sxis and intercepting both 
curves at some dosage concentration results in data points which satisfy both the 3 : 1 ratio 
and > 80% inhibition limitations. 
15 The scope of the present invention with respect to those anti-inflammatory selective 

COX-2 inhibitors which are included therein can be viewed or expressed in different 
although essentially equivalent terms to those above-used. For example, the present 
invention may be considered to provide particularly a method of treating or preventing pain 
and inflammatory processes and diseases in a member of the species Canis famiiiaris in 
20 need of such treatment which comprises administering to said member a therapeutically 
effective amount for treating pain and inflammation, of an anti-inflammatory inhibitor of cyclo- 
oxygenase-2 (COX-2) for which in vitro ICgo potency in said member is at least 30 fold 
greater, preferably at least 40 fold greater, more preferably at least 50 fold greater, more 
preferably still at least 60 fold greater, even more preferably at least 80 fold greater, and 
25 most preferably at least 100 fold greater than cyclo-oxygenase-1 (COX-1) in vitro IC» 
potency in said member; wherein said inhibitor is a member selected from the group of anti- 
inflammatory compounds consisting essentially of salicylic acid derivatives; p-aminophenol 
derivatives; indole and indene acetic acids; heteroaryi acetic acids; arylpropionic adds; 
anthranilic acids; enolic acids; and alkanones. 
30 In accordance with the above-described methods of the present invention, there is 

more particularly provided the above-described method of treating or preventing pain and 
inflammatory processes and diseases wherein said cyclo-oxygenase-2 (COX-2) in vitro IC50 
potency of the inhibitory compound of Formula (I) is at least 100 fold greater than said cycio- 
oxygenase-1 (COX-1) in vitro ICso potency thereof, wherein one of X and Y is H and the 
35 ther is methyl; and wherein when both resulting enantiomers are present together, (+)(S) 
enantiomer is present in amount of at least 75%. In particular, there is provided the above- 
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tiescribed method wherein for Formula (1), for R 2 , n = 1, one of X and Y is H and the other 
is methyl, and A is hydroxy, (C 1 - C 2 )alkoxy, or amino; R 6 is halo, especially chloro, or 
trifluoromethyl; and R 9 is H t methyl, acetyl, benzoyl, or methoxycarbonyl; and wherein when 
both resulting enantiomers are present together, (+)(S) enantiomer is present in amount of at 
5 least 85%, preferably at least 90%, more preferably at least 95%, and most preferably at 
least 99%. 

There is still further provided the above-described methods in which said inhibitor 
comprises 6^1oroKx-methyl-9H-carbazole-2-acetic acid; and wherein when both resulting 
enantiomers are present together, (+)($) enantiomer is present in amount of at least 85%, 

10 preferably at least 90%, more preferably at least 95%, and most preferably at least 99%. In 
particular, there is provided the above-described method in which said inhibitor is comprised 
entirely of (+)(S}-enantiomer of 6-chloro-a-methy l-9ffcarbazole-2-acetic acid. 

The present invention may also be described as providing a method of selectively 
inhibiting substantially only inducible cyclo-oxygenase-2 (COX-2), with substantially no 

15 inhibition of corresponding constitutive cyclo-oxygenase-1 (COX-1), and thereby treating or 
preventing pain and inflammatory processes and diseases associated therewith in a member 
of the species Canis familiaris in need of such treatment comprising administering to said 
member a therapeutically effective amount for treating pain and inflammation, of an anti- 
inflammatory compound of Formula (I) above where R 2 , X , Y , n ,A,R 6 , and R 9 are as 

20 defined; including the (-)(/?) and (+)(S) enantiomers; and all anti-inflammatory therapeutically 
active and pharmaceutical^ acceptable salt forms, prodrugs and metabolites of the above- 
recited compounds. Here again, where the inhibitor of Formula (I) exists as (-)(R) and (+)(S) 
enantiomers, in accordance with the present invention there is provided the (+)(S) 
enantiomer alone, or where both enantiomers are present together, there is provided a 

25 racemic or a non-racemic mixture thereof. 

In a manner essentially parallel to the other above-descriptions thereof, the present 
invention may be further described as including the above-recited method of selectively 
inhibiting substantially only inducible cyclo-oxygenase-2 (COX-2), wherein said inhibitor 
comprises 6-chloro-a-methyl-9H-carbazole-2-acetic acid; and wherein when both resulting 

30 enantiomers are present, (+)(S) enantiomer is present in amount of at least 85%, preferably 
at least 90%, more preferably at least 95%, and most preferably at least 99%. In particular, 
there is provided the above-described method in which said inhibitor is comprised entirely of 
(+)(S)-enantiomer of 6^loro-a-methyl-9H-carba2ole-2-acetic acid. 

When the compounds of Formula (I), or their enantiomers or salts, are to be used as 

35 active ingredients in th methods and compositions of the present invention, they can be 
incorporated into standard pharmaceutical dosage forms. For example, they are useful 
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when administered in systemic or local, oral or parenteral applications and for this purpose 
are combined with the usual pharmaceutical exciptents, diluents and adjuvants, e.g., organic 
and inorganic inert carrier materials such as water, gelatin, lactose, starch, magnesium 
stearate, talc, vegetable oils, gums, polyalkyleneglycols, etc. These pharmaceutical 

5 preparations ran be employed in a solid form, e.g., as tablets, troches, suppositories, 
capsules, and especially in combination with or for admixture with a palatable food item 
suitable for dogs; or they can be administered in liquid form, e.g., as solutions, suspensions, 
standard and inverse emulsions, and elixirs. Pharmaceutical excipients and adjuvants which 
can be added include preservatives, antioxidants, antimicrobial agents and other stabilizers; 

10 wetting, emulsifying, and suspending agents, and anticaking compounds; fragrance and 
coloring additives; compositions for improving compressibility, or to create a delayed-, 
sustained-, or controlled-release of the active ingredient and various salts to change the 
osmotic pressure of the pharmaceutical preparation or to act as buffers. Particular dosage 
forms which have been used with success include a 5% mixed-micelle solution of carprofen 

15 for intravenous injection, a 3% palatable paste, and oral tablets in 25 mg, 75 mg, and 100 
mg dosages. 

In the methods and compositions of the present invention, especially those wherein 
the inhibitor comprises 6-dilorcHx-methyl-9H-carbazole-2-acetic acid and both resulting 
enantiomers are present together, it is a preferred embodiment to use a non-racemic 

20 mixture. Particularly, in such preferred non-racemic mixtures, it is desirable to have the 
(+)(S) enantiomer present in amount of at least 85%, preferably at least 90%, more 
preferably at least 95%, and most preferably at least 99%. Thus, in such non-racemic 
mixtures the (+)(S) enantiomer will be the predominant component, not only because it is 
significantly more potent than the (-)(R) enantiomer in inhibiting cyclo-oxygenase-2 (COX-2), 

25 but also because it is highly selective with respect to inhibiting cycio-oxygenase-2 (COX-2) 
as compared to cyclo-oxygenase-1 (COX-1). The correspondingly smaller amounts of the (- 
)(R) enantiomer, /.e., less than 15%, less man 10% and less than 5%, respectively, are 
optionally included where a balance of cyclo-oxygenase or other enzyme inhibitory 
properties is deemed desirable. Where the amount of (-)(R) enantiomer present is less than 

30 5% and less than 1%, the reason for the inclusion will usually reflect the practicalities of the 
method used to resolve the enantiomers. Where this method is time consuming or 
demanding of resources, it will often be desirable, from a practical standpoint to simply allow 
this smaller proportion of the (-)(R) enantiomer to be carried over into the final, non-racemic 
mixture final product 

35 The anti-inflammatory inhibitors of Formula (I) of the present invention may be 

administered systemically to a dog to be treated as a pharmaceutical composition in suitable 
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fiquid form by injection or infusion. There are a number of sites and organ systems in the 
body of the dog which will allow the properly formulated pharmaceutical composition, once 
injected or infused, to permeate the entire body and all of the organ system of the dog being 
treated. An injection is a single dose of the pharmaceutical composition forced, usually by a 
5 syringe, into the tissue involved. The most common types of injections are intramuscular, 
intravenous, and subcutaneous. By contrast, an infusion is the gradual introduction of the 
pharmaceutical composition into the tissue involved. The most common type of infusion is 
intravenous. Other types of injection or infusion comprise intraarterial, intra- or transdermal 
(including subcutaneous), or intraspinal especially intrathecal. In these liquid pharmaceutical 
10 compositions, the antiinflammatory inhibitor may be contained in solution as the solute. 
This is the most common and most preferred type of such composition, but requires an 
inhibitor in a salt form that has reasonably good aqueous solubility. Water (or saline) is by 
far the most preferred solvent for such compositions. Occasionally supersaturated solutions 
may be utilized, but these present stability problems that make them impractical for use on 

15 an everyday basis. 

If it is not possible to obtain a form of some compound of Formula (I) that has the 
requisite degree of aqueous solubility, as may sometimes occur, it is within the skill of the 
artisan to prepare an emulsion, which is a dispersion of small globules of one liquid, the 
discontinuous or internal phase, throughout a second liquid, the continuous or external 
20 phase, with which it is immiscible. The two liquids are maintained in an emulsified state by 
the use of emulsrfiers which are pharmaceutically acceptable. Thus, if the anti-inflammatory 
inhibitor is a water-insoluble oil, it can be administered in an emulsion of which it is the 
discontinuous phase. Also where the inhibitor is water-insoluble but can be dissolved in a 
solvent which is immiscible with water, an emulsion can be used. While the inhibitor would 
25 most commonly be used as the discontinuous or internal phase of what is referred to as an 
oiHn-water emulsion, it could also be used as the discontinuous or internal phase of an 
inverse emulsion, which is commonly referred to as a water-in-oil emulsion. Here the anti- 
inflammatory inhibitor is soluble in water and could be administered as a simple aqueous 
solution. However, inverse emulsions invert upon injection or infusion into an aqueous 
30 medium such as the Wood, and offer the advantage of providing a more rapid and efficient 
dispersion of the inhibitor into that aqueous medium than can be obtained using an aqueous 
solution. Inverse emulsions are prepared by using suitable, pharmaceutically acceptable 
emulsifying agents well known in the art Where the anti-inflammatory inhibitor has limited 
water solubility, it may also be administered as a suspended solid in coDoidal or 
35 microparticulate form in a suspension prepared using suitable, pharmaceutically acceptable 
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suspending agents. The suspended solids containing the inhibitor may also be formulated 
as delayed-, sustained-, and/or controlled-release compositions. 

While systemic administration will most frequently be carried out by injection or 
infusion of a liquid, there are many situations in which it win be advantageous or even 

5 necessary to deliver the anti-inflammatory inhibitor as a solid. Systemic administration of 
solids is carried out by instjUation, inhalation or insufflation of a pharmaceutical composition 
in suitable solid form containing the inhibitor. Instillation of the inhibitor may entail installing a 
solid implant composition into suitable body tissues or cavities. The implant may comprise a 
matrix of biocompatible and bio-*rodible materials in which particles of a solid inhibitor are 

10 dispersed, or in which, possibly, globules or isolated cells of a liquid inhibitor are entrapped. 
Desirably, the matrix will be broken down and completely absorbed by the body. The 
composition of the matrix is also preferably selected to provide controlled-, sustained-, 
and/br delayed release of the inhibitor over extended periods of time, even as much as 
several months. 

15 A substantial number of the dosage forms described herein may be formulated so as 

to provide controlled-, sustained-, and/or delayed release of the active ingredient from said 
dosage form. In an especially preferred aspect of the pharmaceutical compositions of the 
present invention which provide delayed-, sustained-, and/or controlled-release of the anti- 
inflammatory selective COX-2 inhibitor active ingredient there is included all such orally 
20 administered dosage forms which produce * 80% inhibition of COX-2 isozyme activity and 
result in a plasma concentration of said inhibitor of at least 10 ug/mL for at least 4 hrs; 
preferably for at least 8 hrs; more preferably for at least 12 hrs; more preferably still for at 
least 16 hrs; even more preferably still for at least 20 hrs; and most preferably for about 24 
hrs. Preferably, there is included the above-described dosage forms which produce > 80% 
25 inhibition of COX-2 isozyme activity and result in a plasma concentration of said inhibitor of 
at least 15 ug/mL for at least 4 hrs. preferably for at least 8 hrs. more preferably for at least 
12 hrs. still more preferably for at least 20 hrs. and most preferably for about 24 hrs. More 
preferably, there is included the above^escribed dosage forms which produce s 90% 
inhibition of COX-2 isozyme activity and result in a plasma concentration of said inhibitor of 
30 at least 20 ng/mL for at least 4 hrs. preferably for at least 8 hrs. more preferably for at least 
12 hrs. still more preferably for at least 20 hrs. and most preferably for about24 hrs. 

Accordingly, a useful controlled release dosage form of carprofen in accordance with 
the present invention is one which maintains a carprofen plasma level greater than 2 ug/mL 
for most of the day after a single oral dose at 2 mg/lb. Preferred oral controlled release 
35 d sage forms of carprofen in accordance with the present invention are ones which maintain 
a plasma carprofen concentration greater than 10 ug/mL for a period of time greater than 
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that for which an immediate release dosage form of carprofen maintains a comparable 
plasma level, when said immediate release dosage form and controlled release dosage form 
are administered at the same dose, e.g. 2, 1.8, 1.6. or 1.4 mg/lb. For instance, preferred 
2mg/lb oral controlled release dosage forms of this invention maintain a plasma carprofen 
5 concentration greater than 1 0 jig/mL for greater than 10.5 hrs. 

Immediate release carprofen dosage forms containing doses of 1.8, 1.6, and 1.4 
mg/lb maintain a plasma carprofen concentration above 10 fig/mL for 9.5 hrs, 8.5 hrs, and 
7.5 hrs. respectively. Preferred 1.8 mg/lb oral controlled release carprofen dosage forms 
maintain a plasma carprofen concentration above 10 ^g/mL for greater than 9.5 hrs. 
10 Likewise, the threshold durations for 1.6 mg/lb and 1.4 mg/lb doses are 8.5 hrs and 7.5 hrs, 
respectively. The performance characteristics for preferred oral controlled release carprofen 
dosage forms at doses higher than 2 mg/lb or less than 1 .4 mg/lb can be similarly calculated, 
assuming linear pharmacokinetics. More preferred oral controlled release carprofen dosage 
forms are those which maintain a plasma carprofen concentration greater than 10 *ig/mL for 
15 a period of time greater than or equal to that observed when an immediate release carprofen 
dosage form is dosed at any higher dose. These controlled release dosage forms thus 
maintain at least 80% COX-2 inhibition in canine blood for a period of time longer than that 
achieved by an immediate release dosage form at a higher dose. 

Most preferred oral controlled release carprofen dosage forms are those which are 
20 able to maintain plasma carprofen levels above approximately 10 jig/mL for a period of time 
greater than or equal to the time observed for an immediate release 2 mg/lb carprofen 
dosage form (10.5 hrs), when said oral controlled release carprofen dosage forms are 
administered at a dose less than 2 mg/ib. The performance of a 2 mg/lb oral immediate 
release dosage form is taken as the fundamental standard for purposes of this comparison 
25 since 2 mg/lb/day is the currently recommended and accepted efficacious oral dose in 
accordance with the present invention as described herein. 

The term "implant" always denotes a solid pharmaceutical composition containing 
the anti-inflammatory inhibitor, while the term "depot" usually implies a liquid pharmaceutical 
composition containing the antiinflammatory inhibitor, which is deposited in any suitable 
30 body tissues or cavities to form a reservoir or pool which slowly migrates to surrounding 
tissues and organs and eventually becomes systemically distributed. However, these 
distinctions are not always rigidly adhered to in the art. and consequently, it is contemplated 
that there is included within the scope of the present invention liquid implants and solid 
depots, and even mixed solid and liquid forms for each. Suppositories may be regarded as 
35 a type of implant, since they comprise bases which are solid at room temperature but melt at 
body temperature, slowly releasing the active ingredient with which they are impregnated 
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Into the surrounding tissue of the body, where the active ingredient becomes absorbed and 
transported to effect systemic administration. 

Systemic administration can also be accomplished by inhalation or insufflation of a 
powder, /.e., particulate composition containing the inhibitor. For example, the inhibitor in 
5 powder form may be inhaled into the lungs using conventional devices for aerosolizing 
particulate formulations. The inhibitor as a particulate formulation may also be administered 
by insufflation, /.e.. blown or otherwise dispersed into suitable body tissues or cavities by 
simple dusting or using conventional devices for aerosolizing particulate formulations. These 
particulate compositions may also be formulated to provide delayed-, sustained-, and/or 
10 controlled-retease of the anti-inflammatory inhibitor in accordance with well understood 
principles and known materials. 

Other means of systemic administration which may utilize the inhibitors of the 
present invention in either liquid or solid form include transdermal, intranasal, and opthalmic 
routes. In particular, transdermal patches prepared in accordance with well known drug 
15 delivery technology may be prepared and applied to the skin of a dog to be treated, 
whereafter the active agent by reason of its formulated solubility characteristics migrates 
across the epidermis and into the dermal layers of the dog's skin where it is taken up as part 
of the general circulation of the dog. ultimately providing systemic distribution of the aclive 
ingredient over a desired, extended period of time. Also included are implants which are 
20 placed beneath the epidermal layer of the skin. i.e. between the epidermis and the dermis of 
the skin of the dog being treated. Such an implant will be formulated in accordance with well 
known principles and materials commonly used in this delivery technology, and may be 
prepared in such a way as to provide controlled-, sustained-, and/or delayed-release of the 
active ingredient into the systemic circulation of the dog. Such subepidermal (subcuticular) 
25 implants provide the same facility of installation and delivery efficiency as transdermal 
patches, but without the limitation of being subject to degradation, damage or accidental 
removal as a consequence of being exposed on the top layer of the dog's skin. 

Pharmaceutical compositions of special types suitable for oral administration to dogs 
may also be devised. Pharmaceutical compositions suitable for peroral administration. i.e., 
30 ingestion by mouth or administration through the mouth, may be solid or liquid. Preferred 
peroral dosage forms for systemic administration are solids, e.g.. palatable oral compositions 
such as fast dissolving palatable wafers, tablets, capsules, caplets, lozenges, troches, etc.. 
and liquids. e.g.. solutions, suspensions, emulsions, elixirs, tinctures, etc. Pharmaceutical 
compositions of special types suitable for oral administration to dogs may be used, and 
35 include, but are not limited to such items as an oral paste to be delivered to the back of the 
tongue of the dog being treated, a granular form to be delivered through incorporation in the 
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*dog's food, and a chewable form wherein the active ingredient is consumed along with the 
palatable chew, or a chewable form which may deliver the active ingredient by leaching from 
the body of the chew which is not consumed, during mastication by the dog being treated. 
As is known in the art, the formulation of such palatable compositions takes into account 
5 canine behavior regarding the extent of mastication of the dosage form which will take place, 
and the resultant level of dosing. 

As with the other routes of administration and corresponding dosage forms 
described herein, dosage forms intended for oral administration are also suitably formulated 
to provide controlled-, sustained-, and/or delayed release of the active ingredient Typically. 
10 these would include delayed-retease oral tablets, capsules and multiparticulates, as well as 
enteric-coated tablets and capsules which prevent release and absorption of the active 
ingredient in the stomach of the dog and facilitate enteric delivery distal to the stomach, i.e., 
in the intestines of the dog. Other typical oral dosage forms would include sustained-release 
oral tablets, capsules, and multiparticulates which provide systemic delivery of the active 
15 ingredient in a controlled manner over a prolonged period of time, e.g.. a 24-hour period. 
Where rapid delivery of the active ingredient is required or desirable, a controlled-release 
oral dosage form may be prepared in the form of a fast-dissolving tablet, which would also 
preferably include highly soluble salt forms of the active ingredient 

The description herein of the dosage forms which are contemplated to be within the 
20 scope of the present invention has, largely as a matter of convenience, classified such forms 
into those for local and systemic administration, as well as into solid and liquid forms. 
However, these distinctions are fairly arbitrary and should not be taken as in any way limiting 
the scope of the present invention with respect to routes of administration and dosage forms. 
For example, the description herein has already made it evident that some routes of 
25 administration, while ostensibly local, may also have systemic action or consequences. The 
line drawn herein between liquid and solid dosage forms may also be obscured in actual 
practice. For example, a suitable oral dosage form for use in the present invention includes 
encapsulated solutions, a mixed solid and liquid formulation. Microemulsion formulations, 
also within the scope of the present invention, may also be characterized as a mixed solid 

30 and liquid dosage form. 

The anti-inflammatory inhibitor can be administered locally to a site of inflammation 
in a dog to be treated. Local vs. systemic administration entails a more focused vs. a more 
generalized manner of delivering the anti-inflarnmatory-inhibitor-containing pharmaceutical 
composition to the dog suffering from pain and inflammation. However, the use of depots 

35 and implants as well as delayed-, sustained-, and controlled-release formulations has tended 
to blur these distinctions. Accordingly, th above-described liquid and solid pharmaceutical 
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35 obta.su* approve,, inothercase.suc.tn.orrn^n^beob^ 

Zf~* rranne, h accordance *e teachings and gutdet.es cental ,n *e 
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Instant specification taken in light of the knowiedge and ski., of the artisan. The rBsu«s which 
are obtained can ateo be correlated with data from corresponding evaluates of an 
aDDroved product in the same assays. 

The aboveHecited ranges of dosage amounts, which are also recited elsewhere 
hen*, are for racemic mWures o. compounds of Formu* (I) having a ch»al 
single compel of Formula (I) .her. no chiral carbon atom is present As «.» he 
„»»« by the person 0, ortina* sKiil in thrs a* ta. a practicing .etennanar , o, * 

mbrture of ompends of Formut. (I, k in.oi.ed. the antHnfen^tory 
MPW elfec*e amount -» ™i- « — «*■ « "» * * — " * » 

-I. that w» ordin-tey tend to reduce the neoss*»» dosage. These cons^ 
are has* on an assumed e,ual potency, ="d the fact that the (S^nanoomer . sgndicarrty 
^ ae** than the (KHnartfomer. Ho»e«r. the degree of reference b«ween the 
a*»ies of the two ersnfromers must also take Wo account «her differences. espe«»» 
France* in pharmacokinetics between the two enanhemers. in de—g ihe proper 
aosage. Forexan^.i.hasheen^nd^lhereisas^ni^d^in^ 
ratos between *e W( S) and HH Th*. in h». win ba» . ^culaa 

„„ ^eauKunto, a*, compound to he adminiaered. Ordinary, such de»n™*ons - 
he made cn a case-b»«ase basis b» the artisan, hut these are we» with* the on**, sk.1 

calculations may be obtained. ^ , 

Typical dosage forms and amounts would Include (1) intrrvenous adm«»straton of 
carprofen a. a dose rate of 4.0 mg*g,day of bodywefcht, inieefcd into the right «pha»c ™« 

25 pas* syringed on « bacK o, me tongue. one hour hefore feeding »d (3, ^ 
adnr^o,^«a«os.^o.4.0mg^a»o.hody^as 25rng.7Smg. 

given one hour before feeding. 

The active ingredients of the present invention may also be combmed wrth other 

agent of the present invention is administered. For example, where a joint has become 
seriously inflammed and infected at the same time by microorganisms. e.g.. ^na.fung^ 
protozoa, virus and the like, the active ingredient of the present invention will M b. 
35 administered in combination with one or more antibiotic, antifungal, antiprotozoal, antiviral or 
similar therapeutic agents. The active mgredient of the present inv ntion may be 
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•administered not only in combination with other NSAIDs of the type described in further 
detail herein, but in combination as well with inhibitors of other mediators of inflammaton. m 
order to obtain a multi-fold inhibitory action against inflammation. Additional classes of such 
inhibitors and examples thereof include. e.g.. H, -receptor antagonists; kinin-B, - and B, - 
5 receptor antagonists; prostaglandin inhibitors such as PGD-. PGF- PG. 2 , and PGE-receptor 
antagonists; thromboxane A 2 CTXA2-) inhibitors; 5- and 12-lipoxygenase mh,brtors; 
leukotriene LTC 4 , LTD4/LTE4 , and LTB 4 -inhibitors; PAF-receptor antagonists; gold m the 
form of an aurothk, group together with various hydrophilic groups; immunosuppressrve 
agents eg., cyclosporine. azathioprine. and methotrexate; antHnflammatory 
10 glucocorticoids; penicillamine; hydroxychtoroquine; anti-gout agents, e.g.. co.chK.ne. 
xanthine oxidase inhibitors. e.g.. allopurinol. and uricosuric agents, e.g.. probenead. 
sulfinpyrazone, and benzbromarone. 

Because inflammation is most prevalent among geriatric dogs, it will be appreciated 
by those skilled in the art that the antHnflammatory agents of the present invention may also 
be administered in combination with therapeutic agents intended for the treatment of disease 
conditions, syndromes and symptoms which are also found in abundance in older dogs. 
Such therapeutic agents and the conditions which they are used to treat mclude, e.g 
cognitive therapeutics to counteract memory loss and impairment Another large class of 
such therapeutic agents includes antihypertensives and other cardiovascular drugs 
intended to offset hypertension, myocardial ischemia including angina, congests heart 
failure, and myocardia. infarction. e.g.. diuretics, vasodilators such as hydralazine, p- 
adrenergic receptor antagonists such as propranolol, angiotensin-.! converting enzyme 
inhibitors (ACE-inhibrtors) such as enalapri. used to treat geriatric dogs with m,tra. 
insufficiency, and enalapri. alone and in combination with neutral endopeptidase inhibrtors. 
angiotensin receptor antagonists such as losartan. renin inhibitors, calcium channel 
blockers such as nifedipine, sympatholytic agents such as methyldopa. aradrenergrc 
agonist such as clonidine. a-adrenergic receptor antagonists such as prazosin, and HMG- 
CoA-reductase inhibitors (antMiypercholesterolem.es) such as lovastatin. 

Still other classes of such therapeutic agents include antineoplastic agents, 
especially antimitotic drugs including the vinca alkaloids such as vinblastine and vincristine, 
for treating various cancers; therapeutic agents for treating renal failure; anti-obesity drugs 
for treating excess weight problems in dogs; antnparasitic drugs for treating both endo- and 
ectoparasites which commonly afflict dogs; and antipruritic drugs for treating various types 
of pnjritis in dogs. 

35 Other types of drugs which can be used in combination with th antHnflammatory 

agents of the present invention include growth hormone secretogogues; strong analgesics; 
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teca, and systemic anesthetics; and H 2 -receptor antagonists and other gastroprotectve 
agents. «t wil. be receded by those of ordinary ski., in this art that some of the above 
combinations of therapeutic agents wi.. be used most frequent* to treat various acute 
condftions in dogs. e.g.. bacteria, infections occurring simultaneous* wHh degenerative p,nt 
disease. However, there wou.d be an equal if not greater intererst on the part of such skrtlea 
persons in treating chronic conditions in dogs. 

in accordance with a regimen which would be used for this purpose, rt s 
contemned that the antiinflammatory agents of the present jverrton Jou.< be 
administered in combination with other medications used on a regular* schedu.ed bas,s for 
treating chronic conditions such as osteoarthritis, .t is also envisioned that adm.nstrat.on -n 
combinations couki assume a number of deferent forms and still be wtthin the scope of tine 
present invention. For exam P .e. the antMnfammatory agents of the present invention m,ght 
imp* be formulated with one or more of the other therapeutic agents whfch are to form »e 
Jndedcombination.intoaconven.ent dosage lorn. — 

,ne drugs forming the combination. Varying na.f-.ives for the different drugs cou d be 
accommodated by the person skiHed h preparing formu.ations by creating contro Release 
forms of said drugs with drfferent retease times so that refctivery uniform dos,ng was 
achieved. A medicated feed used as the dosage form could a»so be prepared ,n accordance 
with we., known P rindp.es in the art of formufction. in which the drugs used .n the 
combination were simp* presen^^^^ 

invention also contempt coadministration in which the combination of drugs ,s ach«v^ 
by me simultaneous administration of the drugs to be given in combination. Such co- 
administration cou,d even be by means of different dosage 
adoption. The present invention contempts the use of such — «^ 
accordance w*h different but regutor and continuous dosing schedu.es whereby des-red 
p^sma .eve.s of the drugs invoked were matotained in me dog being treated, even though 
I individual drugs making up the combination were not being administered to sa,d dog 
simuttaneous*. All such combinations would be well within the skill of the art to devise and 

administer. ^ „ 

The methods and compositions of the present invention are useful for treating or 

preventing pain and/or inflammation in dogs. Pain, which b a more or .ess bc*« 

sensation of discomfort. or agony, resuming from the stimulation of specs,,** 

nerve endings, may occur as or be viewed as separate and distinct from inflammation. For 

exampk, chronic pain and pain induced and/or associated with surgery, e.g.. per^perative 

and postoperative pain. inKal* may have little association wrth inflammation. Op.o.d 

analgesics are effective in the treatment of postoperative pain but do not affect inflammation. 
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-However NSAlDs can be superior to such opioid analgesics in the treatment of some forms 
of postoperative pain, and they are particularly effective in settings in which inflammation has 
caused sensation of pain receptors to normal* paintess mechanical or chemfca. stimu... 
While NSAlDs inhibit the biosynthesis and release of protaglandins. which are inflammatory 
5 mediators, there is data to suggest that the anafcesic affect of NSAlDs may occur by way of 
mechanisms otherthan inhibition of protaglandin synthesis. 

Accordingly, the present invention has been described in terms of being useful .n the 
treatment and prevention of pain and inflammation, since these most often occur together .n 
tissue injury and disease processes and condfcons mediated by COX-2. However, there ,s 
10 no intention to inextricably link pain and inflammation with regard to the usefulness of *e 
present invention in treating and preventing them; and they are thus to be regarded ,n the 
context of the instant specification as being the object, either ind Mdually and separate*, or 
together in combination, of the methods, composes and other facets of the present 
invention. 

The inflammatory process itself may have a number of precipitating causes, 
including infectious agents, ischemia, antigen-antibody interactions, and toerma. or otter 
physfca. injury. The response to each of these causes is characteristically Afferent, but they 
an have a strong commonality. Clinical symptoms include erythema, edema, tenderness 
and pain. Three dtetinc. phases can be receded, but each of these is mediated by 
different mechanisms. The first acute transient phase fed*, local variation and 
increased capillary permeabilrty; the second, delayed, subacute phase invokes infiltration of 
.eukocytes and phagocytic cells; and the third, chronic proliferative phase invokes tissue 
degeneration and fibrosis. NSAlDs as a therapeutic class of antMnflammatory agents 
appear to act by inhibiting the enzymatic production and release of prostaglandins. wh,ch 
25 palpate in the pyogenes* of inflammation and fever. However, the NSM>s £ not 
inhibit the formation of eicosanoids such as the leukotrienes. which also contnbute to 
inflammation, nor do they interfere with the formation of numerous other mediators of 
inflammation. 

It has been discovered, in accordance with the present invention, that the carprofen 
30 genus of compounds of Formula (I). and especially carprofen itself, and more especial* the 
(S^ntiomerofc*^ 

a surprising and unexpectedly high degree of selectivity for the COX-2 isozyme. While th,s 
pabular isozyme is an important mediator of inflammation, there are many other important 
mediators of inflammation mat either have no interaction with NSAlDs, or no well understood 
35 relationship to the action of NSAlDs. Such medators include several dasses of leukocytes; 
cel. adhesion molecules; soluble mediators such as C5a. PAF and leukotriene B 4 ; cytokines 
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such as IL-1 and TNF; growth factors such as GM-CSF and TGF-p, ; histamine, bradykinin 
and 5-HT. White the compounds of Formula (I) are shown herein to be unique inhibitors of 
COX-2, there is no intention thereby to be bound to any particular mechanism of action by 
which the compounds of Formula (I) might exert their anti-inflammatory activity. 
5 Indeed, it has been pointed out further above that the antHnflammatory mode of 

action of carprofen and the other compounds of Formula (I) is not well understood, and that 
mere has been speculation heretofore that the actual mode of action might involve 
neutrophils, also known as polymorphonuclear leukocytes. PAF stimulates such cells to 
aggregate, to release leukotrienes and lysosomal enzymes, and to generate superoade. all 

10 of which promote inflammation. 

The uniqueness of carprofen and the compounds of Formula (I) among NSAlDs has 
already been referred to in general terms. While the compounds of Formula (1) are clearly 
NSAlDs they are not readily placed in any of the recognized chemical classificaton of 



15 



NSAlDs: . 




aspirin; 




acetaminophen; 


Indole/indene acetic acids . . 


Indomethacin, sulindac, etodolac; 




tolmetin, diclofenac, ketorolac; 




ibuprofen, naproxen, flurbiprofen, 




ketoprofen; 




mefenamic acid, meclofenamic acid; 




oxicams, e.g., piroxicam, tenoxicam; 




phenylbutazone; 




. nabumetone. 



20 



25 



Carprofen and the compounds of Formula (I), although they are propionic acids, do 
not belong to the subclass of arylpropionic acids because the carbazole group of the 
carprofens is heteroaryl. not aryl. The carprofens do not be.ong to the subclass of heteroaryl 
acetic adds, because the carprofens are propionic acids, not acetic acids. The carprofens 
cannot be placed in any of the other subclasses without doing some violence to the bases of 
classification. The only NSA1D approved for treatment of humans which is recognized to 
have human COX-2 selective activity is nabumetone in the above list, which is not an aad at 
all but a 2-butanone. Afthough the active species is the acid metabolite, this metabolite has 
only a small fraction of the COX-2 selectivity of carprofen in dogs. 

Exemplary of the numerous classical NSAlDs within this broad class are the 
compounds set out in the below table, which gives the common and IUPAC names f each 
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compound and its structure. Ail of the enumerated compounds appear in USP Dictionary of 
USAN and International Drug Names, 1995, C. A. Fleeger, ed., United States Pharmacopeia! 
Convention, Inc., Rockville, MD. The USAN (United States Adopted Names) program 
produces simple and useful non-proprietary names for drugs, and the name-selection 
5 process is initiated when the drug enters the clinical investigation stage. The name and 
structure of carprofen are given at the beginning of the table in order to facilitate comparison. 

TABLE 1 









Carprofen 


6-chloro-a-methyl-9H-carbazole-2-acetic 
acid 


cr 


Alcbfenac 


3-chloro-4-(2-propenyloxy)-benzene 
acetic acid 


c, 


Aspirin 


2-(acetyloxy)-benzoic acid 


r\ 
w 

o 

0 1 


Dfflunisal 


2\4'-difluoro-4-hydroxy-3- 
biphenyicarboxyfic acid 


F 


Diclofenac 


2-[(2,6<lichlorophenyl)amino]- 
benzeneacetic acid 


O 

C06 
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ViiiV". ::1UPAC:NAME ; 




Etodolac 


1 ,8-oietnyhl l o t 4 t ^ieuanyur^pyieinuio ( *r- 
b]indole-1-acetic add 


o 


FeiDinac 


[1,r-biphenylH-acetic add 


o 


Flufenamic add 


2-{[3-{trifluoromethyl)pheny(Jamino}- 
benzoic add 


O OH 


| Fiunixin Meglumine 
(Banamine®) 1 


2-{[2-methyl-3-(trifluoromethyl)- 
phenyl]amino}-3-pyridinecarbo)cylic add; 
compounded with 1-deoxy-1- 
(methylamino)-D-glucitol (1:1) 


OH 




2-fluoro-a-methyK1 ,1 '-biphenylH-a^c 
add 


F | 


Ibuprofen 


a-methyM-(2-methylpropyl) 
benzeneacetic add 





1 Registered Trademark; approved for use in d gs outside the United 
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\ z : \l\-\ : ; lURACNjAME 






i 

llonidap 1 
< 


>^hloro-5-fluoro-2,3-dihydro-{hydrDxy-2- 
hienylmethylene)-2-oxo-1 H-indole-1- 
:arboxamide 


F 3^ 




tndomethacin 


H4-ch!orobenzoyl)-5-methoxy-2-methyl- 
1H-indole-3-acetic add 




Indoprofen 


— 1 o 

4-{1,3-dihydro-lHOXO-2H-isoindol-2-yi)- (p^ N T^W 
benzeneacetic acid k^--/ ^-oh 

I ° 


Isoxepac 


6 ( 11-dihydro-11-oxodibenz[fte]oxepin-2- 0 ^ 
acetic acid I 


.1 


Ketoprofen 
1 (Ketofen®) 1 


3-benzoyki-methy W»nzeneacetic acid I — ^1^°" 




I Meclofenamic acid 
I (Arquei®) 1 


~ o_oh a 

2-I(2,6^ichtoro-3-methylphenyl)amino]- ^X^^^JL/ 
benzoic acid 1 ((^1 ^^/^ 


1 
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Mefenamic acid 



IUPAC. NAME 



2-[(2,3-dimethylphenyi)amino)-benzoic 
acid 




Meloxicam 
(Metacam®) 



4-tiydroxy-2-methyl-N-(5-methyl-2- 
thiazolyi)-2H-1 ,2-benzothiazine-3- 
carboxamide 



Nabumetone 

and 

6-MNA 



Naproxen 



4-(6-methoxy-2-naphthalenyl)-2- 
butanone; prodrug; metabolized in vivo to 
active 6-methoxy-2-naphthyl-acetic acid 
6-MNA) depicted at right 



6-methoxy-a-methyl-2-naphthaleneacetic 
add 



— o 



Niflumic add 



i Nimesulide 
(Sulidene®) 1 



2-l3-{trifluoromethyl)anilino]nicotinic add 




CF, 



^-nitro-Z-phenoxymethanesuHbnanilide 



h,cso,nh 



NO, 
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! lUPAQNAME 




NS-398 


N-[2-(cyclohexytaxy)-4-nitrophenyn- 
methanesulfonamide 


H 



Phenylbutazone 



4-butyM ,2-diphenyl-3,5pyrazolidinedione 




Piroxicam 
(Feldene®) 1 



Tenidap 



4-hydroxyy-2-methyl-/^2-pyrid!nyl-2H- 
1 ,2-benzothiazine-3-carboxamide-1 ,1- 

dioxide 



5-chloro-2,3-dihydro-3-(hydroxy-2- 
thienylmethy!ene)-2-oxo-1 H-indole-1- 
carboxamide 





Tolfenamic acid 



N-(3-chloro-o-tolyl)-anthranilic acid 
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stf^c^^ 


Vedaprofen 


(±H-cydohexykx-methyl-1 -naphthalene 
acetic acid 


^ — y~ ^ 3 

HO 



10 



15 



nFRP.RIPTION OF PRFFERRED EM BODIMENTS 
The carprofen genus of compounds, characterized by an a-methyl-acetic acid 
functionality, has many times greater COX-2 selectivity in dogs than any of the carboxyl- 
containing or sutfonyt- or sulfonamide-containing NSAlDs set out in the above table. In order 
to demonstrate this unexpected property, a comparison was made between the COX-2 
selectivity of carprofen, a compound of the present invention, and the COX-2 selectivity of 
certain selected compounds from the above table. The results are illustrated in the below- 
described working examples. 

As described above, the selectivity for COX-2 is conventionally determined as the 
ratio of COX-1 inhibition to COX-2 inhibition, or vice versa. In the present description, the 
ratio of COX-1 inhibition to COX-2 inhibition in dogs is utilized essentially for the sake of 
simplicity. Both inhibition values are ICso values, which means that the more active a test 
compound is, the smaller will be the IC50 value. This, in effect, inverts the ratio so that where 
it is COX-1 : COX-2, and a test compound is very selective for canine COX-2, the ratio will 
be that of a larger number over a much smaller number. Thus, the most canine COX-2 
selective test compounds will be those with the highest ratio numbers. 



EXAMPLE 1 

20 Comparative evaluation of canine cyclo-oxygenase-1 and -2 inhibition by carprofen and 
other NSAIDs 



Protocol for Evaluation of Canine COX-1 Activity 

Test drug compounds were soiubilized and diluted the day before the assay was to 

25 be conducted with 0.1 mL of DMSO / 9.9 mL of Hank's balanced salts solution (HBSS), and 
stored overnight at 4° C. On the day that the assay was carried out, citrated blood was 
drawn from a donor dog, centrifuged at 190 x g for 25 min at room temperature, and the 
resulting platelet-rich plasma was then transferred to a new tube for further procedures. The 
platelets were washed by centrifuging at 1500 x g for 10 min at room temperature. The 

30 platelets, were washed with platelet buffer comprising Hank's buffer (Ca free) with 0.2% 
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"bovine serum albumin (BSA) and 20 mM HEPES. The platelet samples were then adjusted 
to 1.5 x 10 7 / mL, after which 50 \i\ of calcium ionophore (A23187) together with a calcium 
chloride solution were added to 50 \i\ of test drug compound dilution in plates to produce final 
concentrations of 1.7 *iM A23187 and 1.26 mM Ca. Then. 100 p\ of canine washed platelets 

5 were added and the samples were incubated at 37° C for 15 min, after which the reaction 
was stopped by adding 20 yd of 77 mM EDTA. The plates were then centrifuged at 2000 x g 
for 10 min at 4° C, after which 50 \i\ of supernatant was assayed for thromboxane Bj (TXB^ 
by enzyme-immunoassay (EIA). The pg/mL of TXB 2 was calculated from the standard line 
included on each plate, from which it was possible to calculate the percent inhibition of COX- 

10 1 and the ICso values for the test drug compounds. 

Protocol for Evaluation of Canine COX-2 Activity 

A canine histocytoma (macrophage-like) ceil line from the American Type Culture 
Collection designated as DH82, was used in setting up the protocol for evaluating the COX-2 
15 inhibition activity of various test drug compounds. There was added to flasks of these cells 
10 jig/mL of LPS, after which the flask cultures were incubated overnight The same test 
drug compound dilutions as described above for the COX-1 protocol were used for the COX- 
2 assay and were prepared the day before the assay was carried out The cells were 
harvested from the culture flasks by scraping, and were then washed with minimal Eagle's 
20 media (MEM) combined with 1% fetal bovine serum, centrifuged at 1500 rpm for 2 min, and 
adjusted to a concentration of 3.2 x 10 s cells/mL To 50 \i\ of test drug dilution there was 
added 50 yd of arachidonic acid in MEM to give a 10 \iU final concentration, and there was 
added as well 100 \x\ of cell suspension to give a final concentration of 1.6 x 10 5 cells/mL 
The test sample suspensions were incubated for 1 hr and then centrifuged at 1000 rpm for 
25 10 min at 4° C, after which 50 pJ aliquots of each test drug sample were delivered to EIA 
plates. The EIA was performed for prostaglandin E 2 (PGE 2 ), and the pg/mt concentration of 
PGE 2 was calculated from the standard line included on each plate. From this data it was 
possible to calculate the percent inhibition of COX-2 and the ICgo values for the test drug 
compounds. Repeated investigations of COX-1 and COX-2 inhibition were conducted over 
30 the course of several months. The results were averaged, and a single COX-1 : COX-2 ratio 
was calculated. The data obtained, together with an indication of the number of tests 
conducted for each test sample, are set forth in the following table of values. 
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Carprofen (rac.) 



Carprofen (S-) 



Carprofen (R-) 



TABLE 2 



No>of 
tests 



GDX-1 



13.2 



6.71 



>25.0 



cox-?-?, 

:ic^jiM£ 



0.102 



0.0371 



5.97 
0.0475 



129 



181 



>4.19 



Rufenamic add 



Nimesulide 



Niflumic acid 



Meclofenamic acid 



■ 



Tolfenamic add 



Naproxen 



6 

~6~ 



2.31 



2.15 



0.0565 



1.03 



0.0464 



0.737 



0.0478 



0.206 



0.0137 



7.08 



0.626 
0.0362 



48.6 



38.0 



22.2 



15.4 
"l5lT 



11.3 
TlT 



Mefenamic add 



0.403 



Felbinac 



2.54 



0.362 
4.21 



7.01 



6-MNA 



28.3 



6.72 
T2B 



NS-398 



0.587 



0.137 
0.123 



Flurbiprofen 



0.505 



4.10 



Diclofenac 



0.246 



0.0778 
0.307 



3.16 



Meloxicam 



0.891 



2.90 



Phenylbutazone 



>10.0 



3.79 
0.391 



>2.46 
2.63 



Ibuprofen 



1.03 



Tenidap 



12 



0.469 



0.228 



2.06 



| Alclofenac 



llonidap 



3 



13.2 



7.41 



0.472 



0.270 
0.0121 



1.78 



1.75 



Flunixin 



0.00768 



0.635 



Etodolac 



1.33 



2.57 
0.585 



0.517 



Piroxicam 



0.223 



0.381 



Ketoprofen 



0.0286 



0.123 
0.366 



0.232 
0.152 



Indomethadn 
Aspirin 



0.0558 
34.3 



>100 



<0.343 



Vedaprofen 
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EXAMPLE 2 

Canine whole blood ex vivo determinations of COX-1 and COX-2 activity inhibition by 
carprofen 

5 The objective of this study was to evaluate the inhibitory potency of carprofen 

against COX-1 and COX-2 activity using an ex vivo procedure on canine whole blood. 
Three dogs were dosed with 10 mg/kg of racemic 6-chloro-a~methyl-carbazole-2^cetic acid 
(carprofen) administered by mouth (PO) in capsule dosage form, three dogs were dosed 
with 2 mg/kg of carprofen on the same basis, and three dogs were untreated. A zero-hour 

10 blood sample was collected from all dogs in the study prior to dosing, followed by 1-, 3-, and 
6-hour post-dose blood sample collections. Test tubes were prepared containing 2|iL of 
either (A) calcium ionophore A23187 giving a 50 ]M final concentration, which stimulates the 
production of thromboxane B2 (TXBj) for COX-1 activity determination; or of (B) 
lipopolysaccharide (LPS) to give a 10 ng/mL final concentration, which stimulates the 

15 production of prostaglandin E 2 <PGE 2 ) for COX-2 activity determination. Test tubes used as 
controls contained vehicle and were unstimulated by the addition of any agent A 500 jiL 
sample of blood was added to each of the above-described test tubes, after which they were 
incubated at 37°C for one hr in the case of the calcium ionophore-containing test tubes, and 
overnight in the case of the LPS-containing test tubes. After incubation, 10 nL of EDTA was 

20 added to give a final concentration of 0.3%, in order to prevent coagulation of the plasma 
which sometimes occurs after thawing frozen plasma samples. The incubated samples 
were centrifuged at 4°C and the resulting plasma sample of -200 pL was collected and 
stored at -20°C in polypropylene 96-well plates. In order to determine endpoints for this 
study, enzyme immunoassay (EIA) kits available from Cayman were used to measure 

25 production of TXB2 and PGE 2 , utilizing the principle of competitive binding of tracer to 
antibody and endpoint determination by colorimetry. Plasma samples were diluted to 
approximate the range of standard amounts which would be supplied in a diagnostic or 
research tools kit, i.e., 1/500 for TXBj and 1/750 for PGE 2 . 

The data set out in Table 3 further below demonstrate the percent inhibition of COX- 

30 1 and COX-2 activity based on their zero hour values. The data is expressed as treatment 
group averages in pg/mL of TXB2 and PGE 2 produced per sample. Plasma dilution was not 
factored in said data values. 

The data in Table 3 show that at the 2 mg/kg dose there was significant COX-2 
inhibition at all timepoints. At 3- and 6-hours post-dose, there is observed to have been a 

35 slight decline in COX-2 inhibition compared to the data obtained for the 10 mg/kg dose. The 
data in Table 3 also show that at the 2 mg/kg dose there was no significant inhibition of 



WO 98/50033 



PCT/IB98/00662 



-56- 



COX-1 activity at any of the timepoints involved. This result was consistent with the 
observed excellent toleration of carprofen by the dogs in the study. The data for the 10 
mg/kg dose show that there was complete inhibition of COX-2 activity at every timepoint, 
and very strong inhibition of COX-1 activity beginning at 1 hr and plateauing over the 3- to 6- 
5 hour timepoints. Accordingly, the data in Table 3 clearly demonstrate that at a 2 mg/kg 
dosage concentration carprofen possesses good COX-2 selectivity. As the dose is 
increased from 2 to 10 mg/kg, increasing inhibition of COX-1 activity becomes evident 



TABL E 3 



cpX-1 activity INH13IT1QN - group Averages 
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10 mg/kg 
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405 


6% 




0% 


2 mg/kg 


511 


33 98 


190 


94% 


81% 


63% 


10 mg/kg 


336 


19 12 


12 


94% 


96% 


96% 



10 



15 



COX inhibition is observed when the measured percent inhibition is greater than that 
measured for untreated controls. The percent inhibition in the above table is calculated in a 
straightforward manner in accordance with the following equation: 

(PGE 2 at t = 0) — (PGE 2 at t = 1 ) 



% Inhibition (1-hour) = 



X 100 



(PGE 2 att = 0) 



20 



EXAMPLE 3 

Canine whole blood ex vivo determinations of COX-2 activity inhibition by carprofen 

This study followed the procedures described in Example 2 above, but with some 
modifications of detail below described. 

Three dogs were dosed with 2 mg/kg of racemic 6-chIorcxz-methyl-carbazole-2- 
acetic acid (carprofen) administered by mouth (PO) in tablet dosage form at zero hour, three 
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dbgs were dosed with 4 mg/kg of carprofen on the sam basts at zero hour; and three dogs 
were untreated. A zero-hour blood sample was collected from all dogs in the study prior to 
dosing, followed by 2- and 4-hour post-dose blood sample collections. Test tubes were 
prepared containing 2jiL of lipopolysaccharide (LPS) to give a 10 pg/mL final concentration. 

5 Untreated test tubes were used as controls. A 500 nL sample of blood was added to each of 
the above-described test tubes, after which they were incubated at 37°C overnight After 
incubation 10 pL of EDTA was added to give a final concentration of 0.3%. The incubated 
samples were centrifuged at 4°C and the resulting plasma sample of -200 nL was collected 
and stored at -20°C in propylene 96-weli plates. Enzyme immunoassay (EIA) kits available 

10 from Cayman were used to measure production of PGE 2 , with endpoint determination by 
colorimetry. Plasma samples were diluted to 1/750 for PGE 2 . 

The plasma samples were also assayed for total plasma carprofen concentration 
using HPLC with a 5 micron, 100x4.6mm Chromtech chiral AGP column and a mobile phase 
composed of 10:90 v/v 2-propanol:0.1M phosphate buffer pH 6.0, and fluorescence 

15 detection (285 nm excitation, 345 nm emission). Plasma samples (0.2 mL) were buffered 
with 0.05 M citric add pH 5.1 following the addition of (S}-naproxen as the internal standard, 
then were extracted with 4:1 v/v diethyl ethendichloromethane. The ether layer was 
separated, then back-extracted with 0.005 M Na 2 C0 3 , after which the organic phase was 
discarded by aspiration. The aqueous phase was buffered with 0.05 M citric acid pH 5.1, 

20 then was again extracted with diethyl ether.dichloromethane. The ether was then 
transferred to clean tubes, evaporated under a stream of nitrogen, and the residue 
reconstituted in HPLC mobile phase for analysis. 

The data set out in Table 4 further below show production of PGE 2 (pg/mL/well), 
percent inhibition of COX-2 activity based on each dog's zero hour values, as well as plasma 

25 exposure for individual dogs. 

The data in Table 4 show that at 2- and 4-hours post-dose, there is observed to 
have been a small difference between the doses, with the 4 mg/kg dose showing slightly 
greater COX-2 inhibition. Ex vivo COX-2 inhibition is well correlated with plasma 
concentrations of carprofen. 
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COX-2 ACTIVITY INHIBITION and CARPROFEN PLASMA CONCENTRATIONS 




Dog 
number 

■gem 


Dose 
(mq/kq) 
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Po/mL/Well 




Percent Inhibition 

-2-hbtirS : i: 4^hBtir.i 


Plasma 
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" b 


426 


340 


439 


20% 


0% 
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0% 


0% 
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0 
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27% 






35773 


2 


293 


35 


69 


88% 


77% 


21.9 


13.4 


35742 


2 


541 


113 


223 


79% 


59% 


8.6 


5.7 


36184 


2 


409 


46 


90 


89% 


78% 


17.2 


10.6 


05717 


4 


471 


25 


20 


95% 


96% 


37.6 


29.1 


05704 


4 


393 


21 


25 


96% 


94% 


29.9 


21.1 


36185 


4 


622 


14 


14 


98% 


98% 


29.0 


27.0 



The percent inhibition in the above table is calculated in a straightforward manner in 

accordance with the following equation: 

5 (PGE 2 at t = 0) - (PGE 2 at t = 2) 

% Inhibition (2-hour) = X 100 

(PGE 2 att = 0) 

EXAMPLE 4 

10 Canine in vivo determinations of COX-2 activity inhibition by carprofen in a carrageenan- 
induced inflammation model 

This objective of this study was to monitor in vivo COX-2 activity in a 
subcutaneously implanted chamber during an induced inflammation. The COX-2 enzyme 

IS can be detected by western analysis as early as 5 hours after carrageenan treatments (T. 
Kirchner etaL, J. Pharmacol. Exp. Then (1997) 282, 1094-1101). In addition, COX-1 activity 
may be simultaneously determined by ex vivo methods as described in Example 2. Six 
beagle dogs had polyethylene "whiffle" golf balls approximately 4.2 cm in outer diameter 
surgically implanted under the skin just behind the shoulder blades. They were allowed to 

20 recover from the surgery for 1 month before being assigned to experimental groups. 

The experiment was run in two replicates. On the day of the experiment, three dogs 
were given 2mg/kg of carprofen PO 30 min. before the start of the inflammation and the 
other three dogs were used as controls. The hair around the ball was shaved and the area 
was probed to locate a hole in the whiffle ball. This area was then marked and it was 
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sterilized with 2% iodine tincture. A needle was inserted into th hole and 1 .5 cc of fluid was 
removed, hereinafter referred to as the exudate fluid "EF." After removing 1.5 cc of EF f 1.5cc 
of a 0.33% carrageenan solution in H 2 0 was added to the ball to induce an inflammatory 
event EF samples were taken at 0, 5, and 24 hours after carrageenan injection. Blood 
5 samples were also taken so that an ex vivo COX-1 whole blood assay could be run, as 
described in Example 2. 

The EF sample needed to be purified prior to assay, due to the low amount of PGE 2 
found in the in vivo sample. This was accomplished by the use of 4 mL PGE 2 affinity 
columns (Cayman Chemical). The column was first washed with 10 mL of 0.1 M phosphate 

10 buffer then 10 mL water. The EF was then diluted 1:5 with 0.1 M phosphate buffer and 
added to the column. The column was washed with 10 mL of the phosphate buffer, then 10 
mL of water. Finally, the PGE 2 was removed from the column with 2.5 mL 95% ethanol. The 
sample was evaporated under a stream of nitrogen and then diluted for analysis of PGE 2 by 
the Cayman EIA PGE 2 (COX-2) kit as described in Examples 2 and 3. 

15 Table 5 illustrates that carrageenan induced almost a 4-fold increase in PGE 2 

synthesis in the whiffle ball over background levels. This increase was seen at 5 hours and 
remained until at least 24 hours. The carprofen dosed animals at 2 mg/kg show near total 
inhibition of PGE 2 synthesis that was statistically significant at 5 hours and 24 hours, with p- 
values of .013 and .015, respectively. The ex vivo COX-1 data showed no inhibition of TXB2 

20 at any of the timepoints tested. This indicates that carprofen showed in vivo COX-2 
inhibition at the same time it showed no effect on ex vivo COX-1 activity. 

TABL5 5 



IN VIVQ CQX-2 ACTIVITY INHIB ITION - Qrpup Aveng es 
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EXAMPI^ ES 

Computation of carprofen controlled release dosage form oral drug delivery input rates and 
doses which give Cox-2 inhibition of 80% in dogs for a length of time longer than an 
5 immediate release carprofen dosage form 

A study was carried out to obtain data from which to determine useful, preferred, 
more preferred, and most preferred oral carprofen controlled release dosage forms for use in 
the present invention. 

10 The plasma samples collected from dogs in above-recited Example 3 were also 

assayed for total plasma carprofen concentration using HPLC with a 5 micron, 100x4.6mm 
Chromtech chiral AGP column and a mobile phase composed of 10:90 vAv 2-propanol:0.1M 
phosphate buffer pH 6.0, and fluorescence detection (285 nm excitation, 345 nm emission). 
Plasma samples (0.2 mL) were buffered with 0.05 M citric acid pH 5.1 following the addition 

15 of (S)-naproxen as the internal standard, then were extracted with 4:1 v/v diethyl 
ethendichloromethane. The ether layer was separated, then back-extracted with 0.005 M 
Na^O* after which the organic phase was discarded by aspiration. The aqueous phase 
was buffered with 0.05 M citric acid pH 5.1, then was again extracted with diethyl 
ethendichloromethane. The ether was then transferred to clean tubes, evaporated under a 

20 stream of nitrogen, and the residue reconstituted in HPLC mobile phase for analysis. 

The carprofen plasma levels were plotted against % COX-2 inhibition (from Example 
3). Inspection of this plot indicated that 80% COX-2 inhibition occurred at a plasma 
carprofen concentration of approximately 10 iig/mL, and that 50% COX-2 inhibition occurred 
at a plasma carprofen concentration of approximately 2 jig/mL, and that 90% COX-2 

25 inhibition occurred at a plasma carprofen concentration of approximately 20 ng/mL 

Following oral dosing to dogs of an immediate release carprofen formulation at a 
dose of 2 mg/lb, plasma carprofen concentrations were above 10 fxg/mL for approximately 
10.5 hr. In accordance with the present invention, 2 mg/lb/day is within the range of 
preferred doses of carprofen. 

30 A useful controlled release dosage form of carprofen in accordance with the present 

invention is one which maintains a carprofen plasma level greater than 2 ng/mL for most of 
the day after a single oral dose at 2 mg/lb. 

Preferred oral controlled release dosage forms of carprofen in accordance with the 
present invention are ones which maintain a plasma carprofen concentration greater than 10 

35 tig/mL for a period of time greater than that for which an immediate release dosage form of 
carprofen maintains a comparable plasma level, when said immediate release dosage form 
and controlled release dosage form are administered at the same dose, e.g. 2, 1.8, 1.6, or 
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f.4 mg/lb. For instance, preferred 2mg/lb oral controlled release dosage forms of this 
invention maintain a plasma carprofen concentration greater than 10 jig/mL for greater than 
10.5 hrs. 

Immediate release carprofen dosage forms containing doses of 1.8, 16, and 1.4 
mg/lb maintain a plasma carprofen concentration above 10 ng/mL for 9.5 hrs, 8.5 hrs, and 
7.5 hrs, respectively. 

Preferred 1.8 mg/lb oral controlled release carprofen dosage forms maintain a 
plasma carprofen concentration above 10 jig/mL for greater than 9.5 hrs. Likewise, the 
threshold durations for 1.6 mg/lb and 1.4 mg/lb doses are 8.5 hrs and 7.5 hrs, respectively. 
The performance characteristics for preferred oral controlled release carprofen dosage 
forms at doses higher than 2 mg/lb or less than 1.4 mg/lb can be similarly calculated, 
assuming linear pharmacokinetics. 

More preferred oral controlled release carprofen dosage forms are those which 
maintain a plasma carprofen concentration greater than 10 }ig/mL for a period of time 
greater than or equal to that observed when an immediate release carprofen dosage form is 
dosed at any higher dose. These controlled release dosage forms thus maintain at least 
80% COX-2 inhibition in canine blood for a period of time longer than that achieved by an 
immediate release dosage form at a higher dose. 

Most preferred oral controlled release carprofen dosage forms are those which are 
able to maintain plasma carprofen levels above approximately 10 jag/mL for a period of time 
greater than or equal to the time observed for an immediate release 2 mg/lb carprofen 
dosage form (10.5 hrs), when said oral controlled release carprofen dosage forms are 
administered at a dose less than 2 mg/lb. The performance of a 2 mg/lb oral immediate 
release dosage form is taken as the fundamental standard for purposes of this comparison 
since 2 mg/lb/day is the currently recommended and accepted efficacious oral dose in 
accordance with the present invention as described herein. 

As. described below, controlled release oral dosage form carprofen release rates 
were calculated which result in canine carprofen plasma concentrations greater than 10 
ng/mL For ease of computation, these calculated rates were "zero order" rates; thus the 
computed rates were for controlled release devices which release carprofen at a constant 
(/.e. zero order) rate. It will be appreciated by those skilled in the art that practical dosage 
forms release at "zero order" for only a portion of their drug release time, whereafter they 
release at "first order", or release at "mixed order 0 . In order to make the definition of 
carprofen delivery rates (or release rates) even more clear to the skilled artisan in th 
analysis below, useful release rates have been defined according to the tim at which 80% 
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<5f the carprofen has xited from the dosage form, regardless of the drug release mechanism 
involved. 

Zero-order release rates resulting in simulated plasma carprofen concentrations 
above 10 jig/mL were determined by the method of Zhou and Notari. See Zhou, M. and N. 
5 Re, "Methodology for using oral dose pharmacokinetic data to select drugs for prolonged 
release formulations and validation of the method using simulated data", Biopharm Drug 
Disp t 1995. 16, 319-331. Average data resulting from the oral administration of 2 mg/lb 
carprofen to canines in an immediate release formulation were fitted to the equation 

C=C,(e- v -e-*) 

10 where C h S 2 , and S t are parameters, and t is time. During zero-order release the plasma 
carprofen concentrations were simulated by the following equation: 

C=(k 0 C i /D trf )[(e- s "-l)/S, -l)/5 2 ] 

where ko is the zero-order release rate and is the reference dose. After release is 
completed, the following equation is applicable: 

15 C = (* 0 C, / A* )[[(l-e- 5,r )/S,K v -Kl-^ r )/5 2 K^] 

where T = D CR I k 0 , and D CR is the controlled release dose. 

Preferred Oral Controlled Release Carprofen Dosaoe Forms 
Table 6 shown below demonstrates that oral controlled release carprofen dosage 
20 forms (2 mg/lb dose) which release 80% of their incorporated carprofen in a time period 
ranging from 1.6 to 19.2 hrs have the capacity to give carprofen plasma levels greater than 
10 jig/mL for greater than 10.5 hrs. Accordingly, these are preferred dosage forms at 2 
mg/lb. 

Table 7 shown below demonstrates that oral controlled release carprofen dosage 
25 forms (1.8 mg/lb dose) which release 80% of their incorporated carprofen in a time period 
ranging from 1.6 to 19.2 hrs have the capacity to give carprofen plasma levels greater than 
10 jig/mL for greater than 9.5 hrs. Accordingly, these are preferred dosage forms at 1.8 
mg/lb. 

Table 8 demonstrates that oral controlled release carprofen dosage forms (1.6 mg/lb 
30 dose) which release 80% of their incorporated carprofen in a time period ranging from 1.6 to 
19.2 hrs have the capacity to give carprofen plasma levels greater than 10 pg/mL for greater 
than 8.5 hrs. Accordingly, these are preferred dosage forms at 1.6 mg/lb. 
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Table 9 demonstrates that oral controlled reiease carprofen dosage forms (1 .4 mg/lb 
dose) which release 80% of their incorporated carprofen in a time period ranging from 1.6 to 
19.2 hrs have the capacity to give carprofen plasma levels greater than 10 ng/mL for greater 
than 7.5 hrs. According, these are preferred dosage forms at 1.4 mg/lb. 

5 

More Preferred Oral Carprofen Controlled Release Dosage Forms 
Controlled release carprofen dosage forms of this invention are particularly useful 
because they are able to maintain carprofen plasma levels greater than 10 fig/mL for greater 
than 10.5 hrs, even when they are administered at doses lower than the preferred 
10 efficacious use dose of 2 mg/lb. Table 7 demonstrates that oral controlled release carprofen 
dosage forms (1.8 mg/lb dose) which release 80% of their incorporated carprofen in a time 
period ranging from 4.8 to 19.2 hrs have the capacity to give carprofen plasma levels greater 
than 10 \xg/ml for greater than 10.5 hrs. These are more preferred dosage forms at a dose 
level of 1.8 mg/lb. 

15 Table 8 demonstrates that oral controlled release carprofen dosage forms (1 .6 mg/lb 

dose) which release 80% of their incorporated carprofen in a time period ranging from 4.8 to 
19.2 hrs have the capacity to give carprofen plasma levels greater than 10 fig/mL for greater 
than 9.5 hrs, i.e., for longer than the duration which a 1.8 mg/lb immediate release dosage 
form is able to achieve. These are, consequently, more preferred dosage forms at a dose 

20 level of 1.6 mg/lb. 

Table 9 demonstrates that oral controlled release carprofen dosage forms (1.4 mg/lb 
dose) which release 80% of their incorporated carprofen in a time period of 4.8 to 19.2 hrs 
have the capacity to give carprofen plasma levels greater than 10 \igfmL for greater than or 
equal to 8.5 hrs, /.e. f for longer than the duration which a 1.6 mg/lb immediate release 

25 dosage form is able to achieve. These are, consequently, more preferred dosage forms at a 
dose level of 1.4 mg/lb. 

Most Preferred Oral Carprofen Controlled Release Dosage Forms 
Most preferred oral controlled release carprofen dosage forms are those which are 
30 able to maintain plasma carprofen levels above approximately 10 jig/mL for a period of time 
greater than or equal to the time observed for an immediate release 2 mg/lb carprofen 
dosage form (10.5 hrs), when said oral controlled release carprofen dosage forms are 
administered at a dose of less than 2 mg/lb. The performance of a 2 mg/lb oral immediate 
release dosage form is taken as a fundamental standard for purposes of comparison since 2 
35 mg/Ib/day is the currently recommended efficacious oral dose in accordance with the present 
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Tnvention. The data in Tables 6-9 are used to define the characteristics of the most preferred 
oral controlled release dosage forms of the present invention. 

At 1.6 mg/Ib dose, most preferred oral controlled release carprofen dosage forms 
are those which release 80% of their incorporated carprofen over the range 6.4 to 19.2 hrs. 
5 At 1.4 mg/Ib dose, most preferred oral controlled release carprofen dosage forms are those 
which release 80% of their incorporated carprofen over approximately 1Z8 hrs (10-14 hrs). 

TAQU s fr 

Number of hours for which carprofen plasma concentrations are above 10 ng/mL, after 
10 dosing with controlled release dosage forms which release carprofen at various rates 
(computed); dose = 2 mg/Ib. 





h= ; vPR^or release of 

carprofen fro ' 
V — (hrs) • 


Duration (hrs>f or. v^ich plasma caro^fen| 
concentration is^bovelji ^g/iri^^Jg 


0.084 


19.2 


17.50 


0.100 


16 


16.5 


0.125 


12.8 


15.5 


0.165 


9.6 


13.5 


0.250 


6.4 


12.5 


0.330 


4.8 


12 


1.0 


1.6 


11 



15 TABLE 7. 

Number of hours for which carprofen plasma concentrations are above 10 *ig/mL, after 
dosing with controlled release dosage forms which release carprofen at various rates 
(computed); dose = 1 .8 mg/lb. 





cir^rbfen from dosage form 


Duration (hts)fOTW^ich 
:co^ntr^oW«& 


0.075 


19.2 


14 


0.090 


16 


14.5 


0.113 


12.8 


14.5 


0.150 


9.6 


13 


0.225 


6.4 


11.5 


0.3 


4.8 


11 


0.9 


1.6 


10 
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TABLE 8 . 

Number of hours for which carprofen plasma concentrations are above 10 jig/mL, after 
dosing with controlled release dosage forms which release carprofen at various rates 
(computed); dose = 1.6 mg/lb. 



^tBlesls^BltBM. 




Duration (hr) fpr wttlch:plasma <^^rofen '• 
. concentratrori isiaJ^ 


0.067 


19.2 


11 


0.080 


16 


13 


0.100 


12.8 


12.5 


0.135 


9.6 


11.5 


0.2 


6.4 


11 


0.27 


4.8 


10 


0.8 


1.6 


9 



Number of hours for which carprofen plasma concentrations are above 10 iig/mL, after 
10 dosing with controlled release dosage forms which release carprofen at various rates 
(computed). Dose = 1.4 mg/lb. 



;-:-.Zeij^)^jr|;; 
release rate 


: carprofen from dosage form 


Duration (hr) lor which plasma Miprofen 
_ - concCTlratiifo is^^ - : ; , 


0.059 


19.2 


0 


0.07 


16 
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0.088 


12.8 


10.5 


0.115 


9.6 


10 


0.175 


6.4 


9.5 


0.23 


4.8 


8.5 


0.7 


1.6 


8 



EXAMPLE 6 

Carprofen implants for dogs. 

Carprofen implants are useful for delivery of carprofen over extended time periods, 
e.g., 3 days, 7 days, 30 days, and so forth. This below-detailed example describes useful 
and preferred carprofen release rates from implants containing carprofen, and also defines 
doses associated therewith. 

The input rate of carprofen into the canine body which would provide a steady state 
plasma carprofen concentration of 10 jig/mL was calculated using the following equation 
from Gibaldi, M. and D. Perrier, "Pharmacokinetics", 2nd ed. Drugs and the Pharmaceutical 
Sciences, ed. J. Swarbrick, Vol. 15, 1982, New York: Marcel Dekker, Inc.: 



15 



20 
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where is the steady state plasma carprofen concentration, Rq is the input rate, and Ci is 
the systemic clearance. The systemic clearance was estimated from the pharmacokinetics 
observed after oral administration of 2 mg/lb carprofen to dogs, using the equation: 



where F is the bioavailability (assumed to be 1 for an implant), D is the oral dose, and AUC 
is the average area under the plasma carprofen concentration vs. time curve, extrapolated to 
infinity. 

A clearance of CI = 5 mL/hr per lb body weight was obtained. Using this clearance, 
10 and a target Css of 10 ng/mL, a carprofen release rate Rq of 50 ng/lb/hr was calculated, 

which upon multiplication by 24 hr/day gives a daily input rate of 1.2 mg/lb/day. A total dose 
of 3.6 mg/lb or 8.4 mg/lb or 36 mg/lb would be required for 3, 7, or 30 day therapy, 
respectively. In summary, an implant containing 8.4 mg carprofen per lb body weight 
releasing carprofen at a rate of 50 yg per lb of body weight per hr, maintains a plasma 
15 carprofen concentration of 10 ng/mL for 7 days. This will maintain 80% COX-2 inhibition for 
7 days. 

To obtain the implant dose and carprofen release rate required to maintain a plasma 
carprofen concentration of 2 fig/mL (50% COX-2 inhibition), the dose and release rate for a 
10 pg/mL target are linearly adjusted by multiplication by 0.2. Thus for a target plasma 
20 carprofen concentration of 2 ^ig/mL, a carprofen release rate of 10 pg/lb/hr is needed, or 
0.24 mg/lb/day . A total dose of 0.72 mg/lb or 1 .68 mg/lb or 7.2 mg/lb would be required for 
3, 7, or 30 day therapy, respectively. 

To obtain the implant dose and carprofen release rate required to maintain a plasma 
carprofen concentration of 20 iig/mL (90% COX-2 inhibition), the dose and release rate for a 
25 10 ng/mL target are linearly adjusted by multiplication by 2. Thus for a target plasma 

carprofen concentration of 20 pg/mL, a carprofen release rate of 100 jig/lb/hr is needed, or 
2.4 mg/lb/day. A total dose of 7.2 mg/lb or 16.8 mg/lb or 72 mg/lb would be required for 3, 
7, or 30 day therapy, respectively. 

Useful carprofen implants of the present invention release carprofen into the canine 
30 body at a rate of 0.24 mg/lb/day or greater. 

Preferred carprofen implants of this invention release carprofen into the canine body 
at a rate of 0.24 to 1 .2 mg/lb/day. 
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More preferred carprofen implants of this invention release carprofen into the 
canine body at a rate of 1 2 to 2.4 mg/lh/day . 

Useful carprofen implants have a total carprofen dose up to 2 gm, limited by the size 
of an implant which can be reasonably administered to a dog. Of course, more than one 
5 implant may be administered at the same time. 

EXAMPLE 7 

Resolution of (S)-6-chloro-a-methyl-carba2o!e>2-acetic acid 

A solution of 4.3 g of (R) - a-methylbenzylamine in 20 mL of acetone was added to a 

10 solution of 9.7 g of partially resolved 6-ch!oro-a-methyl-carbazole-2-acetic acid (recovered 
from filtration of a previous resolution of the racemate). After standing at room temperature 
for 24 hrs, the mixture was filtered and the filter cake was washed with cold acetone to yield 
after drying 7.3 g. Following two additional recrystallizations from acetone, 1.9 g of (Sy 6- 
chloro-a-methyl-carbazole-2-acetic acid (R)- a-methylbenzylamine salt, [a], 22 - 13.6° was 

15 obtained. Further recrystallizations from acetone did not change the rotation. The salt was 
dissolved in 50 mL of warm acetone and the solution after filtration was poured into 500 mL 
of dilute hydrochloric acid. Following filtration and drying, 1.4 g was obtained, which upon 
crystallization from chloroform gave 0.9 g. of (S)- 6-chioro-a-methyl-carbazole-2-acetic acid, 
m.p. 198° - 201° , K 22 + 53.2*. (c 1.33, CH 3 OH). 

20 

Species specificity of COX-2 selectivity: activity in members of the species Canis familiaris 
(dogs) compared to activity in members of the species Rattus norvegicus (white rats) and in 
Homo sapiens (humans) 

25 

The very high degree of COX-2 selectivity exhibited by carprofen in dogs has 
already been amply demonstrated in Example 1. Equally surprising was the discovery that 
this selective inhibition of the COX-2 enzyme appears to be an activity which is specific to 
the species Canis familiaris, and not shared by other species. This discovery was based on 

30 the evaluation of the inhibitory activity of racemic carprofen in members of the species 
Rattus norvegicus (white rats) and in members of the species Homo sapiens (humans). 

In vivo cyclo-oxygenase selectivity was evaluated in rats by the method of Griffiths 
et a/. ( described in Agents & Actions, 32, (1991). 313-320. The COX-2 inhibitory activity was 
evaluated in accordance with the effect of racemic carprofen on prostaglandin PGE 2 

35 production as measured in the synovial fluid of the rat Synovial fluid is secreted by the 
synovial membrane and is contained in joint cavities. During joint inflammation, COX-2 is 
induced in joint tissues and prostaglandin products accumulate in the synovial fluid. The 
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tOX-1 inhibitory activity was evaluated in accordance with the ffect of racemic carprofen 
on prostaglandin PGE 2 production as measured in the mucosal lining of the rat stomach, 
which contains significant amounts of the constitutive COX-1 isozyme. Inhibition of this 
stomach isozyme results in adverse gastrointestinal side effects. The COX-1 ED50 was 6.4 
5 mg/kg, while the COX-2 ED50 was 0.63 mg/kg. These results indicate that in rats, there is 
only 1 0-fold selectivity for the COX-2 isozyme by racemic carprofen. 

For humans, the COX-2 inhibitory activity was evaluated in accordance with the 
effect of racemic carprofen on levels of COX-2 in human umbilical vein endothelial cells 
(HUVEC) stimulated by IL-1 and phorbol myristate acetate (PMA) in accordance with the 

10 method of Habib et al. described in J. Biol. Chem. t 268, 23448-23454, 1993. These 
endothelial cells under the stimulation of interleukin-1 (IL-1) and PMA are most likely to 
contain significant amounts of the inducible COX-2 isozyme. The COX-1 inhibitory activity 
was evaluated in accordance with the effect of racemic carprofen on levels of COX-1 as 
measured by a human washed platelets (HWP) TXB 2 biochemical assay, in accordance with 

15 the procedures of Grossman, et al. described in Inflamm. Res. t 44, 253-257, 1995. These 
platelets are most likely to contain significant amounts of the constitutive COX-1 isozyme. 
The HUVEC (COX-2) ICgo (\M) was 1.20, while the HWP TXBj (COX-1) IC50 QiM) was 0.77. 
These results indicate that in humans, there is no selectivity for the COX-2 isozyme by 
racemic carprofen. 

20 

EXAMPLE? 

Tablet formulation of (S)- 6-chtoro-a-methyl-carbazole-2-acetic acid 



Tablet Formulation 







^^.^^^ - :25:ob.;nK 
'l^ctoseru^S.Pr 64.50 mc 

GConvSta^;^ 10.0Q.mc 
Magnesium Stearate 0.50 mc 


I 
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EXAMPLE 10 

Capsule formulation of (S)- 6-chloro-a-methyl-carbazole-2-acetic add 



Capsule Formulation 


- A^nedE«nCs V- -/^ ^.r. -2- 


' : ■ W&gW psrQmftu fa \ y >£ s : :^ : =£ :.-c 










f^l^rtoofe^oelic ■ ."■^"■H-vH"?^ 

;^ : ;y;/:::;.h:-i £ - 50 mg 




Lactose] U.SP! 


124 mg 






: : 30 mg ■. ;r""!-;".'J ov- 




faicVasp! 


5 mg 






Total Weight 210 mg 




EXAMPLE 11 



Parenteral formulation of (S)- S-chloro-a-methyk^rbazole-2-acetic acid 



Parenteral Formulation 




Weiaht oer Ambule 










»le T 2tacetic 






10;2 mg 




Methyl i Paral^ru.SP. 


1.8 mg 










Sodium Hydroxide, U.SP. q.s. ph 


9.0 mg 




Water for Injection, U.SP. q.s. ad 


1.0 cc 
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WHAT IS CLAIMED IS: 
1. A method of treating or preventing pain and inflammatory processes and diseases 
associated with the activity of inducible cyclo-oxygenase-2 (COX-2) in a member of the 
species Canis familiaris in need of such treatment, while at the same time reducing or 

10 eliminating undesirable side effects associated with simultaneous inhibition of the activity of 
constitutive cycio-oxygenase-1 (COX-1) by selectively inhibiting COX-2 activity with reference 
to COX-1 activity, wherein the selectivity ratio of COX-2 : COX-1 activity inhibition is at least 3 
: 1 based on ex vivo inhibition levels in whole blood measured at a dose giving > 80% COX-2 
inhibition, comprising administering to said member of the species Cants familiaris an amount 

15 therapeutically effective for treating pain and inflammation in accordance with the above- 
recited limitations, of an anti-inflammatory selective COX-2 inhibitory compound comprising a 
compound of the formula: 

R 9 




Formula (I) 



20 wherein: 



R2 js — C--C-A 
_Y__ 

n 

where A is hydroxy, (C, - C 4 )aikoxy, amino, hydroxyamino. mono-tC, -C 2 )alkylamino. dMC, - 
C 2 )alkyiamino; X and Y are independently H or (C, - C 2 )alkyl; and n is 1 or 2; 
R 6 is halogen, (C t - C 3 )alkyi, trifluoromethyl. or nitro; 
25 R 9 is H; (C, - C 2 )aikyl; phenyl or phenyKC, - C 2 )alkyl, where phenyl is optionally mono- 
substituted by ftuoro or chloro; -C(=0)-R. where R is (C, - C 2 )alkyl or phenyl, 
optionally mono-substituted by ftuoro or chloro; or -C(=0)-0-R 1 . where R 1 is (C, - 
C 2 )alkyl; 

where X and Y are different, the (-)(R) and (+)(S) enantiomers thereof, and all 
30 pharmaceutical^ acceptable salt forms, prodrugs and metabolites thereof which are 
therapeutically active for treating or preventing pain and inflammation. 
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5 2. A method of treating or preventing pain and inflammatory processes and diseases 

according to Claim 1 wherein said anti-inflammatory selective COX-2 inhibitory compound is 
carprofen, 6-chlonxi-methyl-9H-carbazole-2-acetic acid. 

3. A method of treating or preventing pain and inflammatory processes and diseases 
10 according to Claim 1 wherein said anti-inflammatory selective COX-2 inhibitory compound is 

comprised entirely of (S)-enantiomer of carprofen, 6-chloro-a-methyl-9H-carbazoie-2-acetic 
acid. 

4. A method of treating or preventing inflammatory processes and diseases as in 
15 Claims 1, 2, or 3 further comprising wherein said inhibitory compound is used in combination 

with one or more other therapeutically active agents under the following conditions: 

A. where a joint has become seriously inflammed as well as infected at the same 
time by bacteria, fungi, protozoa, and/or virus, said inhibitory compound is administered in 
combination with one or more antibiotic, antifungal, antiprotozoal, and/or antiviral therapeutic 
20 agents; 

B. where a multi-fold treatment of pain and inflammation is desired, said inhibitory 
compound is administered in combination with inhibitors of other mediators of inflammation, 
comprising one or more members independently selected from the group consisting 
essentially of: 
25 1. NSAIDs; 

2. -receptor antagonists; 

3. kinin-B, - and B2 -receptor antagonists; 

4. prostaglandin inhibitors selected from the group consisting of PGD-, PGF- 
PGI 2 -, and PGE-receptor antagonists; 

30 5. thromboxane A 2 (TXA2-) inhibitors; 

6. 5- and 12-lipoxygenase inhibitors; 

7. leukotriene LTC 4 LTD4/LTE4 -. and LTB 4 -inhibitors; 

8. PAF-receptor antagonists; 

9. gold in the form of an aurothio group together with one or more hydrophilic 

35 groups; 

10. immunosuppressive agents selected from the group consisting of 
cyclosporine, azathioprine, and methotrexate; 

11. anti-inflammatory glucocorticoids; 
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5 ^ 12. penicillamine; 

13. hydroxychloroquine; 

14. anti-gout agents including colchicine; xanthine oxidase inhibitors including 
allopurinol; and uricosuric agents selected from probenecid, sulfinpyrazone, and 
benzbromarone; 

10 C. where older dogs are being treated for disease conditions, syndromes and 

symptoms found in geriatric dogs, said inhibitory compound is administered in combination 
with one or more members independently selected from the group consisting essentially of: 

1. cognitive therapeuticsto counteract memory loss and impairment; 

2. anti-hypertensives and other cardiovascular drugs intended to offset the 
15 consequences of atherosclerosis, hypertension, myocardial ischemia, angina, congestive 

heart failure, and myocardial infarction, selected from the group consisting of. 

a. diuretics; 

b. vasodilators; 

c. p-adrenergic receptor antagonists; 

20 d. angiotensin-II converting enzyme inhibitors (ACE-inhibitors). alone or 

optionally together with neutral endopeptidase inhibitors; 

e. angiotensin II receptor antagonists; 

f. renin inhibitors; 

g. calcium channel blockers; 
25 h. sympatholytic agents; 

L a 2 -adrenergic agonists; 
_ j. ct-adrenergic receptor antagonists; and 
k. HMG-CoA-reductase inhibitors (anti-hyperchoiester-oiemics); 

3. antineoplastic agents selected from: 
30 a. antimitotic drugs selected from: 

i. vinca alkaloids selected from: 
[1] vinblastine, and 
[2] vincristine; 

4. growth hormone secretagogues; 
35 5. strong analgesics; 

6. local and systemic anesthetics; and 

7. H 2 -receptor antagonists, proton pump inhibitors, and other gastroprotective 

agents. 
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5 

5. A pharmaceutical composition for treating or preventing pain and inflammatory 
processes and diseases associated with the activity of inducible cyclo-oxygenase-2 (COX-2) 
in a member of the species Canis famifiaris in need of such treatment, while at the same time 
reducing or eliminating undesirable side effects associated with simultaneous inhibition of the 

1 0 activity of constitutive cycio-oxygenase-1 (COX-1 ), comprising: 

A. a therapeutically effective amount for treating pain and inflammation, of an anti- 
inflammatory selective COX-2 inhibitory compound which selectively inhibits COX-2 activity 
with reference to COX-1 activity, wherein the selectivity ratio of COX-2 : COX-1 activity 
inhibition is at least 3 : 1 based on ex vivo inhibition levels in whole blood measured at a dose 

15 giving > 80% COX-2 inhibition, comprising an anti-inflammatory selective COX-2 inhibitory 
compound comprising a compound of the formula: 



R 9 




Ly_J 

n 



where A is hydroxy, (C t - C 4 )alkoxy, amino, hydroxyamino, mono-(C, -C 2 )alkylamino, di-(C, - 
C 2 )alkylamino; X and Y are independently H or (C^ - C 2 )alkyl; and n is 1 or 2; 
R 6 is halogen, (C t - C 3 )alkyl, trffluoromethyi, or nitro; 
25 R 9 is H; (C, - C 2 )alkyl; phenyl or phenyKC, - C 2 )alkyl, where phenyl is optionally mono- 
substituted by fluoro or chloro; -C(=0)-R, where R is (C, - C 2 )alkyl or phenyl, 
optionally mono-substituted by fluoro or chloro; or -C(=0)-0-R 1 , where R 1 is (C, - 
C 2 )alkyl; 

where X and Y are different, the (-)(/?) and (+)(S) enantiomers thereof; and all 
30 pharmaceuticaliy acceptable salt forms, prodrugs and metabolites thereof which are 
therapeutically active for treating or preventing pain and inflammation; and 
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B. a pharmaceutical^ acceptable carrier therefor. 

6. A pharmaceutical composition according to Claim 5 wherein said anti-inflammatory 
selective COX-2 inhibitory compound is carprofen, 6-chloro-a-methyl-9H-carbazoie-2-acetic 
acid. 

7. A pharmaceutical composition according to Claim 5 wherein said anti-inflammatory 
selective COX-2 inhibitory compound is comprised entirely of (S)-enantiomer of carprofen, 6- 
chloro-a-methyl-9H-carbazoie-2-acetic acid. 

8. A pharmaceutical composition as in Claims 5, 6. or 7 further comprising wherein 
said anti-inflammatory selective COX-2 inhibitory compound is provided in a dosage form 
suitable for systemic administration by: 

A. injection or infusion in suitable liquid form which is intraarterial, intra- or 
transdermal, subcutaneous, intramuscular, intraspinal, intrathecal, or intravenous, wherein 
said inhibitory compound: 

1. is contained in solution as a solute; 

2. is contained in the discontinuous phase of an emulsion, or the 
discontinuous phase of an inverse emulsion which inverts upon injection or infusion, said 
emulsions containing suitable emulsifying agents; or 

3. is contained in a suspension as a suspended solid in colloidal or 
microparticulate form, said suspension containing suitable suspending agents; 

B. injection or infusion into suitable body tissues or cavities as a depot, wherein said 
composition provides storage of said inhibitor and thereafter delayed-, sustained-, and/or 
controlled-release of said inhibitory compound for systemic distribution; 

C. instillation, inhalation or insufflation into suitable body tissues or cavities in 
suitable solid form, where said inhibitory compound: 

1. is contained in a solid implant composition providing delayed-, sustained-, 
and/or controlled-release of said inhibitory compound; 

2. is contained in a particulate composition to be inhaled into the lungs; or 

3. is contained in a particulate composition to be blown into said suitable body 
tissues or cavities, wherein said composition optionally provides delayed-, sustained-, and/or 
controlled-release of said inhibitory compound; or 
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5 D. ingestion in suitable solid or liquid form for peroral delivery of said inhibitory 

compound, where said inhibitory compound: 

1. is contained in a solid dosage form; or 

2. is contained in a liquid dosage form. 

10 9. A pharmaceutical composition according to Claim 8 wherein said dosage forms 

comprise one or more members selected independently from the group consisting essentially 
of suppositories; solid peroral dosage forms selected from the group consisting of delayed- 
release tablets ; capsules, caplets, lozenges, troches, and multiparticulates; enteric-coated 
tablets and capsules which prevent release and absorption in the stomach of said member 

15 being treated to facilitate delivery distal to the stomach of said member sustained-release oral 
tablets, capsules and microparticulates which provide systemic delivery of said inhibitor in a 
controlled manner over at least a 10-hour period; a chewable or ingestible oral tablet; a unit 
dose packet sachet, a suspension made from said unit dose packet sachet, a powder for oral 
suspension, or an oral suspension per se; a fast-dissolving tablet; encapsulated solutions; an 

20 oral paste; a granular form incorporated in or to be incorporated in said member's food; and a 
palatable chewable form in which said inhibitor is consumed along with said palatable 
chewable form, or is delivered by leaching from said chew, which is not consumed, during 
mastication by said member being treated; liquid peroral dosage forms selected from the 
group consisting of solutions, suspensions, emulsions, inverse emulsions, elixirs, extracts. 

25 tinctures, and concentrates; and the above-recited solid dosage forms containing 
microencapsulated formulations of the active ingredient, which is incorporated into said solid 
dosage form. 

10. A pharmaceutical composition as in Claim 9 comprising an oral controlled release 
30 carprofen dosage form able to maintain plasma carprofen levels above approximately 10 

^ig/mL for a period of time greater than 10.5 hours, when administered at a dose of about 2 
mg/lb or less. 

11. A pharmaceutical composition as in Claims 5. 6. or 7 further comprising said anti- 
35 inflammatory selective COX-2 inhibitory compound in combination with one or more other 

therapeutically active agents independently selected from the group consisting essentially of. 

A. anti-infectious agents comprising one or more antibiotic, antifungal, 
antiprotozoal, or antiviral therapeutic agents; 
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5 B. inhibitors of other mediators of inflammation, comprising one or more 

members independently selected from the group consisting essentially of: 

1. NSAIDs; 

2. H, -receptor antagonists; 

3. kinin-B, - and B 2 -receptor antagonists; 

10 4. prostaglandin inhibitors selected from the group consisting of PGD-, PGF- 

PGl 2 and PGE-receptor antagonists; 

5. thromboxane A 2 (TXA2-) inhibitors; 

6. 5- and 12-Iipoxygenase inhibitors; 

7. leukotriene LTC 4 LTD 4 /LTE 4 -, and LTB 4 -inhibitors; 
15 8. PAF-receptor antagonists; 

9. gold in the form of an aurothio group together with one or more hydrophilic 

groups; 

10. immunosuppressive agents selected from the group consisting of 
cyclosporine, azathioprine, and methotrexate; 

20 11. anti-inflammatory glucocorticoids; 

12. penicillamine; 

13. hydroxychloroquine; 

14. anti-gout agents including colchicine; xanthine oxidase inhibitors including 
allopurinoi; and uricosuric agents selected from probenecid, sulfinpyrazone, and 

25 benzbromarone; 

C. therapeutic agents for the treatment of geriatric dogs comprising one or more 
members independently selected from the group consisting essentially of: 

1. cognitive therapeutics to counteract memory loss and impairment; 

2. anti-hypertensives and other cardiovascular drugs intended to offset the 
30 consequences of atherosclerosis, hypertension, myocardial ischemia, angina, congestive 

heart failure, and myocardial infarction, selected from the group consisting of: 

a. diuretics; 

b. vasodilators; 

c. p-adrenergic receptor antagonists; 

35 d. angiotensin-ll converting enzyme inhibitors (ACE-inhibitors), alone or 

optionally together with neutral endopeptidase inhibitors; 

e. angiotensin II receptor antagonists; 

f. renin inhibitors; 
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5 g. calcium channel blockers; 

h. sympatholytic agents; 

i. a 2 -adrenergic agonists; 

j. a-adrenergic receptor antagonists; and 
k. HMG-CoA-reductase inhibitors (anti-hypercholester-olemics); 
10 3. antineoplastic agents selected from: 

a. antimitotic drugs selected from: 
i. vinca alkaloids selected from: 
[1] vinblastine, and 
[2] vincristine; 

15 4. growth hormone secretagogues; 

5. strong analgesics; 

6. local and systemic anesthetics; and 

7. H 2 -receptor antagonists, proton pump inhibitors, and other gastroprotective 

agents. 

20 

12. A package suitable for use in commerce for the therapeutic treatment or 
prevention of pain and inflammation processes and diseases in a member of the species 
Cants familiaris in need of such treatment, comprising: 

A. a suitable container optionally in the form of an outer package and an inner 
25 container removably housed therein; 

B. a suitable dosage form, enclosed in said container, of an anti-inflammatory 
selective COX-2 inhibitory compound of the formula: 




Formula (I): 



30 wherein: 

X~ 

R2 isH-C- 
_Y_I 



O 

C-A 
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5 where A is hydroxy, (C t - C 4 )alkoxy, amino, hydroxyamino. mono-^ -C 2 )alkylamino, d^C, - 
CJalkylamino; one of X and Y is H and the other is (C, - C 2 )alkyl; and n is 1 or 2; 
R 6 is halogen, (C, - C 3 )alkyl, trifluoromethyi, or nitro; 

R 9 is H; (C, - Cjjaikyl; phenyl or phenyKC, - C^alkyl, where phenyl is optionally mono- 
substituted by fluoro or chloro; -C(=0)-R, where R is (C t - C 2 )alkyl or phenyl, 
10 optionally mono-substituted by fluoro or chloro; or -C(=0)-0-R v , where R 1 is (C, - 

C2)aikyl; 

wherein (+)(S) enantiomer is present in amount of at least 75%; and all pharmaceutical 
acceptable salt forms, prodrugs and metabolites thereof which are therapeutically active for 
treating or preventing pain and inflammation; and 

15 C. printed instructional and informational material associated with said container, 

which is attached to said container, enclosed in said container, or displayed as an integral part 
of said container, said instructional and informational material stating in words which convey to 
a reader thereof of ordinary skill in the art that said compound of Formula (I) comprising a 
therapeutic agent contained in said package, when administered to said member of the 

20 species Cam's familiaris to be treated, effectively inhibits cyclo-oxygenase-2 (COX-2) induced 
at an existing or expected site of pain and inflammation in said dog, thereby treating or 
preventing said pain and inflammation which would otherwise result therefrom, while at the 
same time reducing or eliminating undesirable side effects associated with simultaneous 
inhibition of the activity of constitutive cyclo-oxygenase-1 (COX-1) by selectively inhibiting 

25 COX-2 activity with reference to COX-1 activity, wherein the selectivity ratio of COX-2 : COX-1 
activity inhibition is at least 3 : 1 based on ex vivo inhibition levels in whole blood measured at 
a dose giving > 80% COX-2 inhibition. 

13. A package according to Claim 12 wherein said anti-inflammatory selective COX-2 
30 inhibitory compound of Formula (I) comprises carprofen, 6-chloro-a-methyl-9H-carbazole-2- 
acetic add. 

14i A package according to Claim 12 wherein said anti-inflammatory selective COX-2 
inhibitory compound is comprised entirely of (S)-enantiomer of carprofen, 6-chloro-a-methyl- 
35 9H-carbazole-2-acetic acid. 
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325607 B 

475534 B 
5839073 

802596 
1026348 

587819 

107681 
2337340 

138537 B 
59244 B 
2193611 
1385620 

49878 
1150945 
49043973 
57040144 B 
2847 A 

68071 A 
7310275 A 

402283 B 
7605813 A 
7304047 A 



A 
A 
A 
C 
A 



B. 



Publication 
date 



12-07- 
04-08- 
06-07- 

20- 02- 
04-08- 

21- 09- 
25-08- 
19-08- 
21-11- 
03-08- 



1990 
1988 
1993 
1992 
1988 
1994 
1997 
1988 
1989 
1988 



30- 04 

27- 10 
26-08- 
23-01- 

21- 01- 
14-02- 

13- 05- 
12-08- 

14- 02- 

25- 09- 

31- 03- 

22- 02- 

26- 02- 
08-09- 
14-06- 
25-04- 

25- 08- 
30-06- 
11-04- 

28- 01- 

26- 06- 
22-05- 

27- 03- 



-1976 
-1975 
-1976 
1975 
1974 
1978 
1977 
1974 
1974 
1978 
1981 
1974 
1975 
1978 
1983 
1974 
1982 
1978 
1975 
1974 
1978 
1976 
1974 



